


Claims 



What is claimed is: 



1 



A compound of the formula: 




2 



or a pharmaceutically acceptable salt thereof, 
wherein: \ 

A is absent or is sele£;ted from the group consisting of 0, S, 
NRa, CRbRb' f NRaCRbRb' f CRbRb'NRa, -CRa=CRb-, and C3H4; where 
Ra, Rb, and Rb' are omdependently selected at each 
occurrence from hydroS^n or alkyl; 

Z is oxygen or sulfur; |/\ 

Ri and R2 independently represent hydrogen or alkyl; 

R3 and R4 are independently selWted at each occurrence from the 
group consisting of hydrogetn; halogen; hydroxy; amino; 
cyano; nitro; -COOH; -CHO, optionally substituted alkyl; 
optionally substituted alkeny\; optionally substituted 
alkynyl; optionally substituteol alkoxy; optionally 
substituted mono or dialkylamino; optionally substituted 
alkylthio; optionally substitutedX alkyl ketone; optionally 
substituted alkylester; optionallyXsubstituted 
alkylsulf inyl; optionally substituted alkylsulf onyl; 
optionally substituted mono- or di-arkylcarboxamide; 
optionally substituted -S (0) nNHalkyl; optionally substituted 
-S (O)nN(alkyl) (alkyl) ; optionally substi\tuted -NHC (=0) alkyl; 



130 



• 



Optionally substituted -NC(=0) (alkyl) (alkyl) ; optionally 
substituted -NHS (0) nalkyl; optionally substituted - 
NS (o\n (alkyl) (alkyl) ; optionally substituted saturated or 
partially unsaturated heterocycloalkyl of from 5 to 8 
atoms-, Y'^i^'^ saturated or partially unsaturated 
heterocycloalkyl contains 1, 2, or 3 heteroatoms selected 
from N, o\ and S; optionally substituted aryl having from 1 
to 3 ringsA or optionally substituted heteroaryl, said 
heteroaryl hjaving from 1 to 3 rings, 5 to 8 ring members in 
each ring and\ in at least one of said rings, from 1 to 
about 3 heteroatoms per ring selected from the group 
consisting of N,\o, and Si 
or any two 

R3 and R4 not attached t\j the same carbon may be joined to form 
an optionally substi\^]:ed aryl ring; a saturated or 



partially unsaturate 
members, which carbo 



irbocyclic ring of from 5 to 8 
slic ring is optionally substituted; 
or a saturated, partialjW unsaturated, or aromatic 
heterocyclic ring of f rorm 5 to 8 members, which 
heterocyclic ring is optionally substituted and contains 1, 
2, or 3 heteroatoms selected from N, 0, and S; and 
Ari and Ar2 are the same or different and independently represent 
optionally substituted cycloalkyl; an optionally 
substituted heterocycloalkyl rj\ng of from 5 to 8 atoms, 
which heterocyloalkyl ring contains 1, 2, or 3 heteroatoms 
selected from N, 0, and S; optionally substituted aryl 
having from 1 to 3 rings; or optionally substituted 
heteroaryl, said heteroaryl having from 1 to 3 rings, 5 to 
8 ring members in each ring and, in a^t least one of said 
rings, from 1 to about 3 heteroatoms f^r ring selected from 
the group consisting of N, 0, and S, an\ 
n is independently chosen at each occurrence ^rom 0, 1, and 2 
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2. A cortoound or salt according to Claim 1, wherein: 
R3 and R4 are independently chosen at each occurrence from the 
group cWsisting of hydrogen, halogen, cyano, nitro, 
haloalkyA, haloalkoxy, hydroxy, amino, alkyl substituted 
with 0-2 Kte, alkenyl substituted with 0-2 Re; alkynyl 
substitutedXwith 0-2 Re; alkoxy substituted with 0-2 Re, 
-NH(alkyl) substituted with 0-2 Re, -N (alkyl) (alkyl) where 
each alkyl is \ndependently substituted with 0-2 Re, -XR7, 
and Y; \ 
or any two \ 

R3 and R4 not attached to the same carbon may be joined to form 
an aryl ring substituted with 0-3 Re, a saturated or 



partially unsaturate 
members, which carbocy 
or a saturated, parti 



pa^bocyclic ring of from 5 to 8 

ring is substituted with 0-2 Re, 
lYy unsaturated, or aromatic 
heterocyclic ring of rrom 5 to 8 members, which 
heterocyclic ring is substituted with 0-2 Re and contains 1 
2, or 3 heteroatoms selected from N, O, and S; 
Ari and Ar2 may be the same or different and are selected from 
the group consisting of cyclohexyl, cyclopentyl, 
piperidinyl, piperazinyl, phenyl, pyrrolyl, furanyl, 
thienyl, pyrazolyl, imidazolyl,\ thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, 
indolyl, isoindolyl, benzof uranyl,\ isobenzofuranyl, 
benzo [b] thiophenyl, benz [d] isoxazolyl, quinolinyl, 
isoquinolinyl, cinnolinyl, quinazolinyl, and quinoxalinyl, 
each of which is optionally mono-, diy, or trisubstituted 
with R5; or 

Ari and Ar2 may be the same or different and Represent a bicycli 
oxygen-containing group of the formula: 
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optionally mono-, di-, or trisubstituted with R5, where L 
represenSfs point of attachment and may be at any point on 
the benzene ring, and the oxygen-containing ring of the 
bicyclic ojWgen-containing group consists of from 5 to 8 
ring atoms, Contains 1 or 2 oxygen atoms and remaining ring 
atoms are carloon; 
R5 is independently \selected at each occurrence from the group 

consisting of halogen, cyano, nitro, haloalkyl, haloalkoxy, 
hydroxy, amino, alkyl substituted with 0-2 Re, alkenyl 
substituted with 0V2 Re, alkynyl substituted with 0-2 Re, 
alkoxy substituted Wth 0-2 Re, -NH(alkyl) substituted with 
0-2 Re, -N (alkyl) (allVl)/7where each alkyl is independently 



substituted with 0-2 
Re is independently selectej 



-XR7, and Y; 
at each occurrence from the group 
consisting of halogen, hydroxy, cyano, alkyl, alkoxy, - 
NH(alkyl), -N (alkyl) (alky\) , -S (0) n (alkyl) , haloalkyl, 
haloalkoxy, CO(alkyl), CONk(alkyl) , CON (alkyli) (alkyl2) 
where alkyli and alkyl2 may be joined to form a 
heterocycloalkyl ring of fromXs to 8 ring atoms and 
containing 1, 2, or 3 heteroatcs^ms selected from N, 0, and 
S, -XR7, and Y; 

X is independently selected at each oApurrence from the group 
consisting of -CH2-, -CHRs-, -0-, -\S(0)n-, -NH-, -NRs-, - 
C(=0)-, -C(=0)0-, -C(=0)NH-, -C(=0)^R8-, -S(0)nNH-, - 
S(0)nNR8-, NHC(=0)-, -NR8C(=0)-, -NHs\o)n-, and -NR8S(0)n-; 
R7 and Rs are independently selected at eacti occurrence from 

hydrogen, and straight, branched, and Acyclic alkyl groups, 
and (cycloalkyl) alkyl groups, said straight, branched, and 
cyclic alkyl groups, and (cycloalkyl) alkyl groups 
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consYsting of 1 to 8 carbon atoms, and containing zero or 
one ox more double or triple bonds, each of which 1 to 8 
carbon \atoms may be further substituted with one or more 
substitui^nt (s) independently selected from oxo, hydroxy, 
halogen, ^ino, cyano, nitro, haloalkyl, haloalkoxy, - 
O(alkyl) , 

-NH(alkyl) , Vj(alkyl) (alkyl) , -NHC (0) (alkyl) , - 
N(alkyl)C(0) (alkyl) , -NHS (0)n (alkyl) , 

-S (O)n(alkyl) , \ (0) nNH (alkyl) , -S (0) nN (alkyls) (alkyl4) where 
alkyla and alkyl4 inay be joined to form a heterocycloalkyl 
ring consisting of Vrom 5 to 8 ring atoms and containing 1, 
2, or 3 heteroatoms selected from N, 0, and S, and Y' ; 
Y and Y' are independently ^elected at each occurrence from 3- 
to 8-membered carbocycl\c/9)r heterocyclic groups which are 
saturated, unsaturated, icMr^romatic, which may be further 
substituted with one or 'rrfore substituents independently 
selected from halogen, oxo, Vhydroxy, amino, nitro, cyano, 
alkyl, alkoxy, haloalkyl, ha^^oalkoxy, mono- or 
dialkylamino, and alkylthio; 
wherein said 3- to 8-membererecK heterocyclic groups contain 
one or more heteroatom (s) indepeiv^dently selected from N, 0, 
and S; and 

n is independently chosen at each occurrence from 0, 1, and 2 



3. A compound or salt according to Qlaim 1, wherein: 
Ra, Rb, and Rb' are independently selected at\ each occurrence 
from hydrogen and Ci-ealkyl; 

R3 and R4 are independently chosen at each occuVrence from the 
group consisting of hydrogen, halogen, cyano, nitro, 
halo (Ci-e) alkyl, halo (Ci-e) alkoxy, hydroxy, amino, Ci-ealkyl 
substituted with 0-2 Re, C2-6alkenyl substituted with 0-2 Re; 
C2-6alkynyl substituted with 0-2 Re; Ci-ealkoxy ^substituted 
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witVi 0-2 Re, -NH (Ci-ealkyl) substituted with 0-2 Re, 
-N (CV-e^lkyl) (Ci-ealkyl) where each Ci-ealkyl is independently 
substituted with 0-2 Re, 
-XR7, Y; 
or any two 

R3 and R4 not Attached to the same carbon may be joined to form 
an aryl r\ng substituted with 0-3 Re, a saturated or 
partially \\nsaturated carbocyclic ring of from 5 to 8 
members, whd\ph carbocyclic ring is substituted with 0-2 Re, 
or a saturat^, partially unsaturated, or aromatic 
heterocyclic ring of from 5 to 8 members, which 
heterocyclic riVig is substituted with 0-2 Re and contains 1, 
2, or 3 heteroatV)ms selected from N, 0, and S; 
Ari and Atz may be the >same or different and are selected from 
the group consisti\ig of cyclohexyl, cyclopentyl, 
piperidinyl, pipe/a^^nyl, phenyl, pyrrolyl, furanyl, 
thienyl, pyrazoly^^jU<^\Lmidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxa2olyl,\ oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyorazinyl, benzimidazolyl, naphthyl, 
indolyl, isoindolyl, benzof uranyl, isobenzofuranyl, 
benzo [b] thiophenyl, bena[d] isoxazolyl, quinolinyl, 
isoquinolinyl, cinnolinyJ\, quinazolinyl, and quinoxalinyl, 
each of. which is optional^B^y mono-, di-, or trisubstituted 
with R5; or 

Ari and Ar2 may be the same or different and represent a bicyclic 
oxygen-containing group of the formula: 




optionally mono-, di-, or trisubstituted with R5, where L 
represents point. of attachment ai^d may be at any point on 
the benzene ring, and the oxygen-containing ring of the 
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ba^cyclic oxygen-containing group consists of from 5 to 8 
riAg atoms, contains 1 or 2 oxygen atoms and remaining ring 
atoms are carbon; 

R5 is indep)endently selected at each occurrence from the group 
consisting of halogen, cyano, nitro, halo (Ci-e) alkyl, 
halo (Ci-^ alkoxy, hydroxy, amino, Ci-ealkyl substituted with 
0-2 Re, cVealkenyl substituted with 0-2 Re, Ca-ealkynyl 
substituted with 0-2 Re, Ci-ealkoxy substituted with 0-2 Re, 
-NH (Ci-ealkyi) substituted with 0-2 Re, -N (Ci-ealkyi) (Ci- 
ealkyl) whereXeach Ci-ealkyl is independently substituted 
with 0-2 Re,- -\XR7, and Y; 

Re is independently selected at each occurrence from the group 

consisting of halogen, hydroxy, cyano, Ci_4alkyl, Ci-4alkoxy, 
-NH(Ci-4alkyl) , -N\ci-4alkyl) ( Ci-4alkyl) , -S (0) n (Ci_4alkyl) , 
halo (C1-4) alkyl, ha\oXCi-4) alkoxy, CO (Ci-4alkyl) , CONH (Ci- 
4alkyl), CON (Ci-4allW^ ^ where alkyli and alkyl2 

may be joined to fjorK/a heterocycloalkyl ring of from 5 to 
8 ring atoms and ^^rontadning 1, 2, or 3 heteroatoms selected 
from N, 0, and S, -XRtV and Y; 

X is independently selected kt each occurrence from the group 
consisting of -CH2-, -CHRs-/ -0-, -S(0)n-/ -NH-, -NRs-, - 
C(=0)-, -C(=0)0-, -C(-0)N^-, -C(=0)NR8-, -S(0)nNH-, - 
S(0)nNR8-, NHC(=0)-, -NR8C(\o)-, -NHS(0)n-, and -NRsSlOn-; 

R7 and Rs are independently selected at each occurrence from 

hydrogen, and straight, branched, and cyclic alkyl groups, 
and (cycloalkyl) alkyl groups, \said straight, branched, and 
cyclic alkyl groups, and (cycloalkyl) alkyl groups 
consisting of 1 to 8 carbon atoms, and containing zero or 
one or more double or triple bonds, each of which 1 to 8 

\ 

carbon atoms may be further substituted with one or more 

\ 

substituent (s) independently selected from 0x0, hydroxy, 
halogen, amino, cyano, nitro, haloa\j.kyl, haloalkoxy, 
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-O(cAalkyl), -NH (Ci-4alkyl) , -N (Ci-4alkyl) (Ci-4alkyl) , 
-NHC(0)\Ci-4alkyl) , -N (Ci-4alkyl ) C (0) ( Ci-4alkyl) , -NHS(0)n(Ci- 
4alkyl), ^§(0)n(Ci-4alkyl) , -S (0) nNH (Ci-4alkyl) , 
-S (O)nN (Ci-4^kyl3) (Ci-4alkyl4) where Ci-4alkyl3 and Ci-4alkyl4 
may be joined\to form a heterocycloalkyl ring consisting of 
from 5 to 8 rinqk atoms and containing 1, 2, or 3 
heteroatoms selected from N, 0, and S, and Y' ; 
and Y' are independent^^ selected at each occurrence from 3- 
to 8-membered carbocyo^ic^or heterocyclic groups which are 
saturated, unsaturated, /p^ aromatic, which may be further 
substituted with one mbire substituents independently 
selected from halogen, oxo,\hydroxy, amino, nitro, cyano, 
Ci-4alkyl, Ci-4alkoxy, halo (Ci-Aalkyl, halo (C1-4) alkoxy, 
mono- or di (C1-4) alkylamino, anov Ci-4alkylthio; 
wherein said 3- to 8-memberered \ieterocyclic groups contain 
one or more heteroatom (s) indepeno^ntly selected from N, 0, 
and S; and 

is independently chosen at each occurrence from 0, 1, and 2, 



4. A compound of the formula: 




r a pharmaceutically acceptable salt thereof, wherein: 
is absent or is selected frc^ the group consisting of 0, S, 
NRft, CRbRb' f NRaCRbRb' r 

CRb Rb'NRa, -CRa=CRb-, and CsHV where Ra, Rb^ and Rb' are 
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# 



independently selected at each occurrence from hydrogen or 
alkVl; 
Z is oxygWi or sulfur; 

R3 and R4 are independently selected at each occurrence from the 
group consisting of hydrogen; halogen; hydroxy; amino; 
cyano; ni\ro; -COOH; -CHO, optionally substituted alkyl; 
optionally Substituted alkenyl; optionally substituted 
alkynyl; opt\onally substituted alkoxy; optionally 
substituted mono or dialkylamino; optionally substituted 
alkylthio; optionally substituted alkyl ketone; optionally 
substituted alky\ester; optionally substituted 
alkylsulf inyl; optsionally substituted alkylsulf onyl; 
optionally substituted mono- or di-alkylcarboxamide; 
optionally substituted -S (0) nNHalkyl; optionally substituted 
-S (O)nN (alkyl) (alkyl) ;\optionally substituted -NHC (=0) alkyl; 
optionally substituted \!^C(=0) (alkyl) (alkyl); optionally 
substituted -NHS (0) nalkyl\ optionally substituted 
-NS (0) n (alkyl) (alkyl) ; optionally substituted saturated or 
partially unsaturated heterocycloalkyl of from 5 to 8 
atoms, which saturated or parVially unsaturated 
heterocycloalkyl contains 1, 2\ or 3 heteroatoms selected 
from 0, and S; optionally sub^stituted aryl having from 1 
to 3 rings; and optionally substituted heteroaryl, said 
heteroaryl having from 1 to 3 rings;, 5 to 8 ring members in 
each ring and, in at least one of said rings, from 1 to 
about 3 heteroatoms per ring selecteoy from the group 
consisting of N, 0, and S; \ 

or any two \ 

R3 and R4 not attached to the same carbon may be joined to form 
an optionally substituted aryl ring, a saturated or 
partially unsaturated carbocyclic ring of from 5 to 8 
members, which carbocyclic ring is optionally substituted, 
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or ^ saturated, partially unsaturated, or aromatic 
heteVocyclic ring of from 5 to 8 members, which 
heterOsCyclic ring is optionally substituted and contains 1, 
2, or 3\heteroatoms selected from N, 0, and S; 
Ari and Arz mayv be the same or different and are selected from 
the group ^consisting of cyclohexyl, cyclopentyl, 
piperidinylX piperazinyl, phenyl, pyrrolyl, furanyl, 
thienyl, pyra^olyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazolyl, isox^zolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimioyl, pyrazinyl, benzimidazolyl, naphthyl, 
indolyl, isoindolVlf benzof uranyl, isobenzof uranyl, 
benzo [b] thiophenyl\ benz [d] isoxazolyl, quinolinyl, 
isoquinolinyl, cinnolinyl, quinazolinyl, and quinoxalinyl, 
each of which is optionally mono-, di-, or trisubstituted 
with R5; or 

Ari and Ar2 may be the same oV different and represent a bicyclic 
oxygen-containing group of the formula: 



optionally mono-, di-, or trisubstituted with R5, where L 
represents point of attachment and may be at any point on 
the benzene ring, and the oxygen-containing ring of the 
bicyclic oxygen-containing groupX consists of from 5 to 8 
ring atoms, contains 1 or 2 oxyger^ atoms and remaining ring 
atoms are carbon; 
R5 is independently selected at each occuVrence from the group 
consisting of halogen, cyano, nitro, \halo (Ci-e) alkyl, 
halo (Ci-e) alkoxy, hydroxy, amino, Ci-eaLkyl substituted with 
0-2 Re, C2-6alkenyl substituted with 0-2\R6, Ca-e^lkynyl 
' substituted with 0-2 Re, Ci_ealkoxy substituted with 0-2 Re, 
-NH(Ci-6alkyl) substituted with 0-2 Re, -NVci-ealkyl) ( Ci- 
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ealkyl) where each Ci-ealkyi is independently substituted 
wiVh 0-2 Re, -XR7, and Y; 

Re is inafependently selected at each occurrence from the group 

consiVting of halogen, hydroxy, cyano, Ci-4alkyl, Ci-^alkoxy, 
-NH (Ci-^alkyl) , -N (Ci-4alkyl ) ( Ci_4alkyl) , -S (0) n (Ci-4alkyl) , 
halo (Ci_4 Wlkyl, halo (C1-4) alkoxy, CO (Ci-4alkyl) , CONH (Ci- 
4alkyl), CGiN (Ci-4alkyli) ( Ci-4alkyl2) where alkyli and alkyl2 
may be joined to form a heterocycloalkyl ring of from 5 to 
8 ring atoms \nd containing 1, 2, or 3 heteroatoms selected 
from N, 0, and\ S, -XR7, and Y; 

X is independently selected at each occurrence from the group 
consisting of -CH2\, -CHRs-, -0-, -S(0)n-, -NH-, -NRa-, 
-C(=0)-, -C(=0)0-, V;(=0)NH-, -C(=0)NR8-, -S(0)nNH-, 
-S(0)nNR8-, NHC(=0)-, VnR8C(=0)-, -NHS(0)n-/ and -NRsSCOn-; 

R7 and Rs are independently ^selected at each occurrence from 

hydrogen, and straight, iDranched, and cyclic alkyl groups, 
and (cycloalkyl) alkyl groups, said straight, branched, and 
cyclic alkyl groups, and (oycloalkyl) alkyl groups 
consisting of 1 to 8 carbon ^toms, and containing zero or 
one or more double or triple Isonds, each of which 1 to 8 
carbon atoms may be further substituted with one or more 
substituent (s) independently serected from 0x0, hydroxy, 
halogen, amino, cyano, nitro, haloalkyl, haloalkoxy, - 
O(alkyl), -NH(alkyl), -N (alkyl) (allWl) , -NHC (0) (alkyl) , - 
N(alkyl)C(0) (alkyl) , -NHS (0) n (alkyl)\ -S (0) n (alkyl) , 
-S (O)nNH (alkyl) , -S (0) nN (alkyla) (alkyA) where alkyla and 
alkyl4 may be joined to form a heterocvcloalkyl ring 
consisting of from 5 to 8 ring atoms and containing 1, 2, 
or 3 heteroatoms selected from N, 0, and\s, and Y' ; 

Y and Y' are independently selected at each occurrence from 3- 
to 8-membered carbocyclic or heterocyclic groups which are 
saturated, unsaturated, or aromatic, which may be further 
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sM>stituted with one or more substituents independently 
serected from halogen, oxo, hydroxy, amino, nitro, cyano, 
alky\, alkoxy, haloalkyl, haloalkoxy, mono- or 
dialky\amino, and alkylthio; 

whereinNsaid 3- to 8-memberered heterocyclic groups contain 
one or mo\e heteroatom (s) independently selected from N, 0, 
and S; \ 

n is independently chosen at each occurrence, from 0, 1, and 
2 ; and \ 
x is 1 or 3. \ 

5. A compound orXsalt according to Claim 4, wherein: 
Ra, Rhf and Rb' are independently selected at each occurrence 

from hydrogen or Ci-6a\kyl; 
R3 and R4 are independently chosen at each occurrence from the 
group consisting of hydrWen, halogen, cyano, nitro, 
halo (Ci-e) alkyl, halo (Ci-e) aJkoxy, hydroxy, amino, Ci-ealkyl 
substituted with 0-2 Re, C2\alkenyl substituted with 0-2 Re; 
C2-ealkynyl substituted with \)-2 Re; Ci-ealkoxy substituted 
with 0-2 Re, -NH (Ci-ealkyi) substituted with 0-2 Re, 
-N (Ci-ealkyl) (Ci-ealkyl) where each Ci-ealkyl is independently 
substituted with 0-2 Re,. \ 
-XR7, and Y; \ 
or any two \ 

R3 and R4 not attached to the same carbonVnay be joined to form 
an aryl ring substituted with 0-3 R6,\a saturated or 
partially unsaturated carbocyclic ring\of from 5 to 8 
members, which carbocyclic ring is substituted with 0-2 Re, 
or a saturated, partially unsaturated, or aromatic 
heterocyclic ring of from 5 to 8 members,\ which 
heterocyclic ring is substituted with 0-2\R6and contains 1, 
2, or 3 heteroatoms selected from N, 0, and S; 
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Ari aVd Ar2 may be the same or different and are selected from 
tme group consisting of cyclohexyl, cyclopentyl, 
pip^ridinyl, piperazinyl, phenyl, pyrrolyl, furanyl, 
thieiwl, pyrazolyl, imidazolyl, thiazolyl, isothiazolyl, 
oxazorVl, isoxazolyl, oxadiazolyl, triazolyl, tetrazolyl, 
pyridylX pyrimidyl, pyrazinyi, benzimidazolyl, naphthyl, 
indolyl, \soindolyl, benzof uranyl, isobenzof uranyl, 
benzo [b] thiiophenyl, benz [d] isoxazolyl, quinolinyl, 
isoquinolinyi, cinnolinyl, quinazolinyl, and quinoxalinyl, 
each of whichNis optionally mono-, di-, or trisubstituted 
with R5; or \ 

Ari and Ar2 may be theXsame or different and represent a bicyclic 
oxygen-containing ^group of the formula: 




optionally mono-, di-, or trisubstituted with R5, where L 
represents point of attachment and may be at any point on 
the benzene ring, and the^oxygen-containing ring of the 
bicyclic oxygen-containing^group consists of from 5 to 8 
ring atoms, contains 1 or 2 oxygen atoms and remaining ring 
atoms are carbon; 

R5 is independently selected at eacli^occurrence from the group 
consisting of halogen, cyano, nitro, halo (Ci-e) alkyl, 
halo (Ci-e) alkoxy, hydroxy, amino, Vzi-ealkyl substituted with 
0-2 Re, Ca-ealkenyl substituted with 0-2 Re, Ca-e^lkynyl 
substituted with 0-2 Re, Ci-ealkoxy Substituted with 0-2 Re, 
-NH (Ci_ealkyl) substituted with 0-2 
-N (Ci-ealkyl) ( Ci-ealkyl) where each Ci^ealkyl is 
independently substituted with 0-2 Re,\ -XR7, and Y; 

Re is independently selected at each occurrence from the group 

consisting of halogen, hydroxy, cyano, c\-4alkyl, Ci-4alkoxy, 
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(Ci-4alkyl), -N(Ci-4alkyl) (Ci-4alkyl) , -S (0) n (Ci-4alkyl ) , 
hal\(Ci-4) alkyl, halo (C1-4) alkoxy, CO (Ci-4alkyl) , 
C0NH(^i-4alkyl) , CON (Ci-4alkyli) (Ci-4alkyl2) where- alkyli and 
alkyl2\iay be joined to form a heterocycloalkyl ring of from 
5 to 8 r\ng atoms and containing 1, 2, or 3 heteroatoms 
selected fBom N, 0, and -XR7, and Y; 

X is independently, selected at each occurrence from the group 
consisting of \CH2-, -CHRs-, -0-, -S(0)n-, -NH-, -NRs-, - 
C(=0)-, -C{=0)o\ -C(=0)NH-, -C(=0)NR8-, -S(0)nNH-, - 
S(0)nNR8-, NHC(=0)\, -NR8C(=0)-, -NHS{0)n-, and -NRgSCOn-; 
R7 and Re are independent^Ly selected at each occurrence from 

hydrogen, and straigm^, branched, and cyclic alkyl groups, 
and (cycloalkyl) alkyl ^oups, said straight, branched, and 
cyclic alkyl groups, and\ (cycloalkyl) alkyl groups 
consisting of 1 to 8 carbon atoms, and containing zero or 
one or more double or triple, bonds, each of which 1 to 8 
carbon atoms may be further s\abstituted with one or more 
substituent (s) independently selected from 0x0, hydroxy, 
halogen, amino, cyano, nitro, hasloalkyl, haloalkoxy, - 
O(alkyl), -NH{alkyl), -N (alkyl) (^kyl) , -NHC (0) (Ci-4alkyl) , 
-N(Ci-4alkyl)C(0) (Ci-4alkyl) , -NHS (oV (Ci-4alkyl) , 
-S(0)n(Ci-4alkyl) , -S(0)nNH(Ci-4alkyl)X 

-S (0) nN (Ci-4alkyl3) (Ci-4alkyl4) where Ci-\alkyl3 and Ci-4alkyl4 
may be joined to form a heterocycloalkyl ring consisting of 
from 5 to 8 ring atoms and containing 1,\2, or 3 
heteroatoms selected from N, 0, and S, ana\Y' ; 
Y and Y' are independently selected at each occurrence from 3- 
to 8-membered carbocyclic or heterocyclic groiips which are 
saturated, unsaturated, or aromatic, which mayv be further 



substituted with one or more substituents independently 
selected from halogen, 0x0, hydroxy, amino, nitro, cyano. 
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Ci-4alky^, Ci-4alkoxy, halo (C1-4) alkyl, halo (C1-4) alkoxy, 
mono- or (C1-4) alkylamino, and Ci-4alkylthio; 
wherein saick 3- to 8 -member ered heterocyclic groups contain 
one or more he^roatom(s) independently selected from N, 0, 
and S; 

n is independently chosen^^t each occurrence from 0, 1, and 2; 

and 
X is 1 or 3. 



6. A compound or sa\t according to Claim A, wherein Z is 
oxygen. 



7. A compound or salt according to Claim 4 of the 
formula : 




^(CR3R4)x-^ ^ 

Q z\ T^^/ 



or a pharmaceutically acceptab]tfe\ satlt thereof, wherein: 
G, Q, T, and W are the same or*^;^fsf erent and represent N, CH, or 
CR5; 

Ra/ Rfif and Rb' are independently sele^cted at each occurrence 

from hydrogen or Ci-ealkyl; 
Z is oxygen or sulfur; 
R3 and R4 are independently selected at ea^ch occurrence from the" 

group consisting of hydrogen; halogenX hydroxy; amino; 

cyano; nitro; -COOH; -CHO, optionally substituted alkyl; 

optionally substituted alkenyl; optionally substituted 

alkynyl; optionally substituted alkoxy; optionally 
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sunstituted mono or dialkylamino; optionally substituted 
alkwLthio; optionally substituted alkyl ketone; optionally 
subsDituted alkylester; optionally substituted 
alkylsulf inyl; optionally substituted alkylsulf onyl; 
optionally substituted mono- or di-alkylcarboxamide; 
optionally substituted -S (0) nNHalkyl; optionally substituted 
-S (0)nN(al\yl) (alkyl) ; optionally substituted -NHC (=0) alkyl; 
optionally \ubstituted -NC(=0) (alkyl) (alkyl); optionally 
substituted A|SIHS (0) nalkyl ; optionally substituted - 
NS (0) n (alkyl) (klkyl) ; optionally substituted saturated or 
partially unsaturated heterocycloalkyl of from 5 to 8 
atoms, which satuorated or partially unsaturated 
heterocycloalkyl c\>ntains 1, 2, or 3 heteroatoms selected 
from N, 0, and S; o^t^nally substituted aryl having from 1 



to 3 rings; and opt: 
heteroaryl having f f 



Sina/ly substituted heteroaryl, said 

1 to 3 rings, 5 to 8 ring members in 
each ring and, in at leVst one of said rings, from 1 to 
about 3 heteroatoms per \ing selected from the group 
consisting of N, O, and s\ 
or any two 

R3 and R4 not attached to the sam^ carbon may be joined to form 
an optionally substituted aryl ring; a saturated or 
partially unsaturated carbocycMc ring of from 5 to 8 
members, which carbocyclic ring\is optionally substituted; 
or a saturated, partially unsaturated, or aromatic 
heterocyclic ring of from 5 to 8 members, which 
heterocyclic ring is optionally substituted and contains 1, 
2, or 3 heteroatoms selected from N,\o, and S; 
R5 represents 0 to 3 -substituents on each Af the aryl rings on 
which it occurs and is independently chosen at each 
occurrence from the group consisting of\halogen, nitro, 
halo (Ci-e) alkyl, halo (Ci-e) alkoxy, hydroxy,\ amino, Ci-ealkyl 
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substituted with 0-2 Re, C2-6alkenyl substituted with 0-2 Re, 
C2-6aVkynyl substituted with 0-2 Re, Ci-ealkoxy substituted 
with 5)-2 Re, -NH (Ci-ealkyl) substituted with 0-2 Re, 
-N (Ci-ealkyl) ( Ci-ealkyl) where each Ci-ealkyl is 
indepenoently substituted with 0-2 Re, -XR7, and Y; 

Re is independently selected at each occurrence from the group 
consisting \pf halogen, hydroxy, cyano, alkyl, alkoxy, 
-NH(alkyl) , VN(alkyl) (alkyl) , -S (0) n (alkyl) , haloalkyl, 
haloalkoxy, C5) (alkyl) , CONH (alkyl), CON (alkyli) (alkyl2) 
where alkyli and alkyl2 may be joined to form a 
heterocycloalkyA ring of from 5 to 8 ring atoms and 
containing 1, 2, Vr 3 heteroatoms selected from N, 0, and 
S, -XR7, and Y; \ 

X is independently seleciied at each occurrence from the group 
consisting of -CH2-/ Vc^Rs-/ -0-, -S(0)n-/ -NH-, -NRs", 
-C(=0)-, -C(-0)0-, -G^fFO>^ -C(=0)NR8-, -S(0)nNH-, 
-S(0)nNR8-, NHC(=0)-ji^8C(=0)-, -NHS(0)n-, and -NR8S(0)n-; 

R7 and R8 are independently selected at each occurrence from 

hydrogen, and straight, branched, and cyclic alkyl groups, 
and (cycloalkyl) alkyl grouRS, said straight, branched, and 
cyclic alkyl groups, and (cvcloalkyl) alkyl groups 
consisting of 1 to 8 carbon atoms, and containing zero or 
one or more double or triple bonds, each of which 1 to 8 
carbon atoms may be further substituted with one or more 
substituent (s) independently selected from 0x0, hydroxy, 
halogen, amino, cyano, nitro, haloalkyl, haloalkoxy, 
-O(alkyl), -NH(alkyl), -N (alkyl) (klkyl) , -NHC (0) (alkyl) , 
-N(alkyl)C(0) (alkyl) , -NHS (0) n (alkyi) , -S (0) n (alkyl) , 
-S(0)nNH(alkyl) , -S (0) nN (alkyla) (alk\l4) where alkyla and 
alkyl4 may be joined to form a heterocycloalkyl ring 
consisting of from 5 to 8 ring atoms and containing 1, 2, 
or 3 heteroatoms selected from N, 0, and S, and Y' ; 
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Y and Y' are mdependently selected at each occurrence from 3- 
to 8-memberbd carbocyclic or heterocyclic groups which are 
saturated, unskt:urated, or aromatic, which may be further 
substituted with o^ne or more substituents independently 
selected from halogeK/ oxo, hydroxy, amino, nitro, cyano, 
alkyl, alkoxy, haloalic]^, haloalkoxy, mono- or 
dialkylamino, and alkyl 

wherein said 3- to 8-memberer^d heterocyclic groups contain 
one or more heteroatom(s) indepdt^dently selected from N, 0, 
and S; 

n is independently chosen at each occurrenh^ from 0, 1, and 2; 

and 
X is 1 or 3, 



A compound of the formula: 



'?4 R3 R4 



An- 



\ ^3 R4 R3 ^4 



■*Ar2 



or a pharmaceutically acceptable salt thereof, wherein: 

A is absent or is selected from>the group consisting of 0, S, 

NRa, CRbRb' / NRaCRbRb' f CRb Rb'i^a/ -CRa=CRb-, and C3H4; where 

Rb/ snd Rb' are independentW selected at each 
occurrence from hydrogen or alky] 
R3 and R4 are independently selected at ^ach occurrence from the 
group consisting of hydrogen; halogeri; hydroxy; amino; 
cyano; nitro; -COOH; -CHO, optionally \ubstituted alkyl; 
optionally substituted alkenyl; optional\l.y substituted 
alkynyl; optionally substituted alkoxy; o'^^ionally 
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svibstituted mono or dialkylamino; optionally substituted 
alwlthio; optionally substituted alkyl ketone; optionally 
subsrdtuted alkylester; optionally substituted 
alkylsulf inyl; optionally substituted alkylsulf onyl ; 
optionally substituted mono- or di-alkylcarboxamide; 
optionally^ substituted -S (0) nNHalkyl; optionally substituted 
-S (0)nN{alkyl) (alkyl) ; optionally substituted -NHC (=0) alkyl; 
optionally sulsstituted -NC(=0) (alkyl) (alkyl); optionally 
substituted -NHS (0) nalkyl; optionally substituted 
-NS (0) n (alkyl) (ar^yl) ; optionally substituted saturated or 
partially unsaturated heterocycloalkyl of from 5 to 8 
atoms, which saturated or partially unsaturated 
heterocycloalkyl cont^^ins 1, 2, or 3 heteroatoms selected 
from N, 0, and S; optionally substituted aryl having from 1 
to 3 rings; and optionaMy substituted heteroaryl, said 
heteroaryl having from 1 to 3 rings, 5 to 8 ring members in 
each ring and, in at leastNpne of said rings, from 1 to 
about 3 heteroatoms per ring\selected from the group 
consisting of N, 0, and S; 
or any two 

R3 and R4 not attached to the same car'bon may be joined to form 
an optionally substituted aryl ring; a saturated or 
partially unsaturated carbocyclic rdng of from 5 to 8 
members, which carbocyclic ring is optionally substituted; 
or a saturated, partially unsaturated\ or aromatic 
heterocyclic ring of from 5 to 8 member^, which 
heterocyclic ring is optionally substituted and contains 1, 
2, or 3 heteroatoms selected from N, 0, and S; 

Ari and Ar2 may be the same or different and are\selected from 
the group consisting of cyclohexyl, cyclopentyl, 
piperidinyl, piperazinyl, pyrrolyl, furanyl, thienyl, 
pyrazolyl, imidazolyl, thiazolyl, isothiazolyl,\ oxazolyl. 
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i^oxazolyl, oxadiazolyl, triazolyl^ tetrazolyl, pyridyl, 
pyrimidyl , pyrazinyl , benzimidazolyl , naphthyl , indolyl , 
isoindolyl, benzof uranyl, isobenzof uranyl, 
benzo [ls>] thiophenyl, benz [d] isoxazolyl, quinolinyl, 
isoquinoiinyl, cinnolinyl, quinazolinyl, and quinoxalinyl ; 
wherein is optionally mono-, di-, or trisubstituted with 
Rs, and Ara optionally mono-, di-, or trisubstituted with 
Rg; or 

Ari and Ar2 may be th'te same or different and represent a bicyclic 
oxygen-containina group of the formula; 



03' 



optionally mono-, di-, W trisubstituted with R5, where L 
represents point of attachment and may be at any point on 
the benzene ring, and the oxygen-containing ring of the 
bicyclic oxygen-containing gVoup consists of from 5 to 8 
ring atoms, contains 1 or 2 oxvygen atoms and remaining ring 
atoms are carbon; \ 

R5 is independently selected at each occurrence from the group 

consisting of cyano, nitro, haloaPkyl, haloalkoxy, hydroxy, 
amino, alkyl substituted with 0-2 rL alkenyl substituted 
with 0-2 Re, alkynyl substituted with\0-2 Re, alkoxy 
substituted with 0-2 Re, -NH (alkyl) subistituted with 0-2 Re, 
-N (alkyl) (alkyl) where each alkyl is ino^ependently 
substituted with 0-2 Re, -XR7, and Y; 

R9 is independently selected at each occurrence \from the group 
consisting of cyano, nitro, haloalkoxy, hydroxy, amino, 
alkyl substituted with 0-2 Re, alkenyl substitmted with 0-2 
Re, alkynyl substituted with 0-2 Re, alkoxy subWituted with 
0-2 Re, -NH(alkyl) substituted with 0-2 Re, -N (a\kyl ) (alkyl ) 
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\where each alkyl is independently substituted with 0-2 Re, 
and Y; 

Re is independently selected at each occurrence from the group 
consissting of halogen, hydroxy, cyano, alkyl, alkoxy, - 
NH(alkyi), -N (alkyl) (alkyl) , -S (0) n (alkyl) , haloalkyl, 
haloalkoxV, CO(alkyl), CONH(alkyl), CON (alkyli) (alkyla) 
where alky]\ and alkyl2 may be joined to form a 
heterocycloal^yl ring of from 5 to 8 ring atoms and 
containing 1, \, or 3 heteroatoms selected from N, 0, and 
S, -XR7, and Y; \ 

X is independently sele^cted at each occurrence from the group 
consisting of -CHaA -CHRs-, -0-, -S(0)n-, -NH-, -NRa-, - 

S(0)nNR8-, NHC(=0)-, -mQC{=0)', -NHS(0)n-, and -NR8S(0)n-; 

R7 and Rs are independently sWected at each occurrence from 

hydrogen, and straight, bsranched, and cyclic alkyl groups, 
and (cycloalkyl) alkyl group)S, said straight, branched, and 
cyclic alkyl groups, and (cycloalkyl) alkyl groups 
consisting of 1 to 8 carbon a^oms, and containing zero or 
one or more double or triple bJmds, each of which .1 to 8 
carbon atoms may be further subs*:ituted with one or more 
substituent (s) independently selected from 0x0, hydroxy, 
halogen, amino, cyano, nitro, haloalkyl, haloalkoxy, 
-O(alkyl), -NH(alkyl), -N (alkyl) (allWl) , -NHC (0) (alkyl) , 
-N (alkyl) C(0) (alkyl) , -NHS (0) n (alkyl )\ -S (0) n (alkyl) , 
-S (O)nNH(alkyl) , -S (0) nN (alkyls) (alkyl4\ where alkyla and 
alkyl4 may be joined to form a heterocyc\oalkyl ring 
consisting of from 5 to 8 ring atoms and ^containing 1, 2, 
or 3 heteroatoms selected from N, 0, and Si, and Y' ; 

Y and Y' are independently selected at each occurrence from 3- 
to 8-membered carbocyclic or heterocyclic gro\ips which are 
saturated, unsaturated, or aromatic, which mayXbe further 
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ibstituted with one or more substituents independently 
se\ected from halogen, oxo, hydroxy, amino, nitro, cyano, 
alky\, alkoxy, haloalkyl, haloalkoxy, mono- or 
dialkyXamino, and alkylthio; 

wherein isaid 3- to 8-memberered heterocyclic groups contain 
one or mor^ heteroatom (s) independently selected from N, 0, 
and S; and 

n is independentlyXchosen at each occurrence from 0, 1, and 2. 
9. A compound of the formula: 



'?4 ^3 R4 




or a pharmaceutically acceptable salt thereof, wherein: 

G, Q, T, and W are the same or different and are selected from 

the group consisting of N, CH, and CR5, wherein T or W or 

both is N; 

A is absent or is selected from the group consisting of 0, S, 

NRa, CRbRb' / NRaCRbRb' / CRb Rb'NRa, -CRK=CRb-, and C3H4; where 
Ra, Rbt snd Rb' are independently sele^cted at each 
occurrence from hydrogen or alkyl; 

Z is oxygen or sulfur; 

R3 and R4 are independently selected at each oc^currence from the 
group consisting of hydrogen; halogen; hydroxy; amino; 
cyano; nitro; -COOH; -CHO, optionally substituted Ci-ealkyl; 
optionally substituted Ca-e^lk^nyl; optionally substituted 
C2-6^1kynyl; optionally substituted Ci-ealkoxy; Npptionally 
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smbstituted mono or di (Ci-e) alkylamino; optionally 
substituted Ci-ealkylthio; optionally substituted Ci-ealkyi 
ketone; optionally substituted Ci-ealkylester ; optionally 
subst\tuted Ci-ealkylsulf inyl; optionally substituted Ci- 
6alkyls\alfonyl; optionally substituted mono- or di(Ci- 
e) alkylcarboxamide; optionally substituted -S(0)nNH Ci- 
ealkyl; op\ionally substituted -S (0) nN (Ci-ealkyl) (Ci-ealkyl) ; 
optionally Substituted -NHC(=0) Ci-ealkyl; optionally 
substituted VlC(=0) (Ci-ealkyi) (Ci-ealkyl) ; optionally 
substituted -mS (O) nCi-ealkyl; optionally substituted - 
NS (0) n (Ci_6alkylr\(Ci_6alkyl) ; optionally substituted saturated 
or partially unsaturated heterocycloalkyl of from 5 to 8 
atoms, which saturated or partially unsaturated 
heterocycloalkyl contains 1, 2, or 3 heteroatoms selected 
from N, 0, and S; optionally substituted aryl having from 1 
to 3 rings; and optionally substituted heteroaryl, said 
heteroaryl having from to 3 rings, 5 to 8 ring members in 
each ring and, in at leasV one of said rings, from 1 to 
about 3 heteroatoms per rii\g selected from the group 
consisting of N, O, and S; 
or any two 

R3 and R4 not attached to the same cWbon may be joined to form 
an optionally substituted aryl rving; a saturated or 
partially unsaturated carbocyclicX ring of from 5 to 8 
members, which carbocyclic ring isXoptionally substituted; 
or a saturated, partially unsaturated, or aromatic 
heterocyclic ring of from 5 to 8 memlyers, which 
heterocyclic ring is optionally substituted and contains 1, 
2, or 3 heteroatoms selected from N, 0, \and S; 

R5 represents 1 to 3 substituents and is independently selected 
at each occurrence from the group consisting of cyano, 
hydroxy, amino, C3-6 alkyl substituted with \)-2 Re, C2-6 
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aukenyl substituted with 0-2 Re, C2-6 alkynyl substituted 
wi\h 0-2 Re, C3-6 alkoxy substituted with 0-2 Re, -NH(Ci- 
ealkyl) substituted with 0-2 Re, -N (Ci-ealkyl) (Ci-ealkyl) 
whereXeach alkyl is independently substituted with 0-2 Re, 
-XR7, a^d Y; 

R9 representsXo to 3 substituents and is independently selected 
at each occurrence from the group consisting of halogen, 
cyano, nitrV halo (Ci-e) alkyl, halo (Ci-e) alkoxy, hydroxy, 
amino, Ci-ealkyl substituted with 0-2 Re, C2-6alkenyl 
substituted wiVh 0-2 Re, Ca-ealkynyl substituted with 0-2 Re, 
Ci-ealkoxy substoStuted with 0-2 Re, -NH (Ci-ealkyl) substituted 
with 0-2 Re, -N (cVealkyl) (Ci-ealkyl) where each Ci-ealkyl is 
independently subsVituted with 0-2 Re, -XR7, and Y; 

Re is independently selected at each occurrence from the group 

consisting of halogen\ hydroxy, cyano, Ci-4alkyl, Ci-4alkoxy, 
-NH(Ci-4alkyl) , -N (Ci-4aJSkyl) (Ci-4alkyl) , -S (0) n (Ci-4alkyl) , 
halo (C1-4) alkyl, halo (Ci-\alkoxy, CO (Ci-4alkyl) , CONH(Ci- 
4alkyl), CON (Ci-4alkyli) (Ci\alkyl2) where alkyli and alkyl2 
may be joined to form a hetferocycloalkyl ring of from 5 to 
8 ring atoms and containing \, 2, or 3 heteroatoms selected 
from N, 0, and S, -XR7, and y\ 

X is independently selected at each NDCCurrence from the group 
consisting of -CH2-, -CHRa-, -0-,\ -S (0) n", -NH-, -NRs-, 
-C(=0)-, -C(=0)0-, -C(=0)NH-, -C(=0)NR8-, -S(0)nNH-, 
-S(0)nNR8-, NHC(=0)-, -NR8C(=0)-, -WHS(0)n-, and -NRgSlOn-; 

R7 and Re are independently selected at ea^h occurrence from 

hydrogen, and straight, branched, andXcyclic alkyl groups, 
and (cycloalkyl) alkyl groups, said straight, branched, and 
cyclic alkyl groups, and (cycloalkyl) alkyl groups 
consisting of 1 to 8 carbon atoms, and containing zero or 
one or more double or triple bonds, each ofv which 1 to 8 
carbon atoms may be further substituted withXone or more 
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subsXituent (s) independently selected from oxo, hydroxy, 
halogefS. amino, cyano, nitro, haloalkyl, haloalkoxy, 
-0(Ci-4alKYl) , -NH(Ci-4alkyl) , -N {Ci-4alkyl) (Ci-^alkyl), 
-NHC(O) (Ci-^kyl), -N (Ci-4alkyl ) C (0) (Ci_4alkyl) , 
-NHS(0)n(Ci-4alXyl) , -S (0) n (Ci_4alkyl) , -S (0) nNH (Ci-4alkyl) , 
-S {0)nN (Ci-4alkyl3i ( Ci-4alkyl4) where Ci-4alkyl3 and Ci-4alkyl4 
may be joined to form a heterocycloalkyl ring consisting of 
from 5 to 8 ring atomk and containing 1, 2, or 3 
heteroatoms selected frofa N, 0, and S, and Y' ; 
Y and Y' are independently sele>s;ted at each occurrence from 3- 
to 8-membered carbocyclic or Nheterocyclic groups which are 
saturated, unsaturated, or aromatic, which may be further 
substituted with one or more subsstituents independently 
selected from halogen, oxo, hydroxys amino, nitro, cyano, 
Ci-4alkyl, Ci-4alkoxy, halo (C1-4) alkyl, \alo (C1-4) alkoxy, 
mono- or di (C1-4) alkylamino, and Ci-4alky\thio; wherein said 
3- to 8-memberered heterocyclic groups contain one or more 
heteroatom(s) independently selected from n\ 0, and S; and 
n is independently chosen at each occurrence f rom X/ 1/ and 2 



10. A compound Recording to Claim 9, which is 4-(3-Chloro- 
2-pyridinyl) -N- [4 (isopropyl) phenyl] -2-methylthio-l- 
piperazinecarboxamide, o\ a pharmaceutically acceptable salt 
thereof . 

11. A compound according to Claim 9, .wherein R3 and R4 are 
independently selected at each ^occurrence from the group 
consisting of hydrogen and Ci-g aJSkyl. 



12. A compound according ^vp Claim 11, wherein G and Q 

are selected from the group consisting\of CH and CR5. 
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.3. A compound according to Claim 11, wherein G , Q, and W 
are independently selected at each occurrence from the group 
consisting of CH and CR5; and T is N. 



14. compound according to Claim 13 wherein R3 and R4 are 
hydrogen; a^^d A is selected from the group consisting of NH, 
-CH=CH-, andVCHsNH-. 

15. A comp)Ound or salt according to Claim 14, wherein Re is 
independently selN^cted at each occurrence from the group 
consisting of haloben, hydroxy, C1-4 alkyl, C1-4 alkoxy, 
-NH(Ci-4alkyl) , and\N(Ci-4 alkyl) (C1-4 alkyl). 



ru 



16. A compound a>ccording to Claim 14, which is 4-(3- 
Trif luoromethyl-2-pyridlnyl) -N- ( 3-methoxy-4- 
hydroxyphenylmethyl) -l-pj\perazinecarboxamide, or a 
pharmaceutically acceptably salt thereof. 



n 



17. A compound according to Claim 14, which is 4-(3-Nitro- 
2-pyridinyl) -N- [4- (n-butyl) phejiyl] -1-piperazinecarboxamide, or a 
pharmaceutically acceptable sart thereof. 



18. A compound according toXciaim 14, which is 4-(3- 
Trif luoromethyl-2-pyridinyl) -N- [4- m-butyl) phenyl] -1- 
piperazinecarboxamide, or a pharmac(^utically acceptable salt 
thereof. 



19. A compound according to Claim 14, which is 4-(3- 
Methyl-2-pyridinyl) -N- [4- (isopropyl) phenyl] -1- 
piperazinecarboxamide, or a pharmaceuticalJSy acceptable salt 
thereof. 
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20\ A compound according to Claim 14, which is 4-(3- 
Methyl-2-Wridinyl) -N- [4- (n-butyl) phenyl] -1- 

piperazinecas^boxamide, or a pharmaceutically acceptable salt 
thereof. 



21. A compound according to Claim 14, which is 4-(3- 
Chloro-5-trif luorometlwl-2-pyridinyl) -N- [4- (isopropyl) phenyl] -1- 
piperazinecarboxamide, csi^ a pharmaceutically acceptable salt 
thereof . 



22. A compound according\to Claim 14, which is 4-(3- 
Chloro-2-pyridinyl) -N- [4- (isopropyl) phenyl] -1- 
piperazinecarboxamide, or a pharma&^utically acceptable salt 
thereof . 



ru 



a 



23. A compound according to Claim 1\, which is 4-(3,5- 
Dichloro-2-pyridinyl) -N- [4- (isopropyl) phenyX] -1- 
piperazinecarboxamide, or a pharmaceutically cKpceptable salt 
thereof . 



24. A compound accordiXg to claim 13, which 3-Cyano- 
2-pyridinyl) -N- [4- ( isopropyl) j^J^p?iyl] -1-piperazinecarboxamide, or 
a pharmaceutically acceptable sa^t thereof. 



25. The compound according to claim 13, which is 4-(3- 
Chloro-2-pyridinyl) -N- [4 - (iss^propyl) phenyl] -2 -methyl- 1- 
piperazinecarboxamide . 



26. A compound oa the formula; 
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^4 

R4 \ 



or a pharmaceutically acceptable salt thereof, wherein: 
A is selected froip the group consisting of NH, -CH=CH-, and 
CH2NH; 

R4 is independently cl^sen from hydrogen and C1-4 alkyl; 
R5 represents 0 to 2 suls^stituents and is independently chosen at 
each occurrence froih the group consisting of halogen, 
cyano, nitro, halo (Ci^fi) alkyl, halo (Ci-e) alkoxy, hydroxy, 
amino, Ci-ealkyi substituted with 0-2 Re, C2-6alkenyl 
substituted with 0-2 R6,\c2-6alkynyl substituted with 0-2 Re, 
Ci-ealkoxy substituted wit\ 0-2 Re, -NH (Ci-ealkyi) substituted 
with 0-2 Re, 

-N (Ci-ealkyl) ( Ci-ealkyl) wher^ each Ci-e alkyl is 
independently substituted witn^^ 0-2 Re; 

R9 represents 0 to 2 substituents an< 

each occurrence from the group consisting of halogen, 
cyano, nitro, halo (Ci-e) alkyl, haldXCi-e) alkoxy, hydroxy, 
amino, Ci-ealkyl substituted with 0-^^ Re, C2-6alkenyl 
substituted with 0-2 Re, C2-6alkynyl s\ibstituted with 0-2 Re, 
Ci-ealkoxy substituted with 0-2 Re, -NH\Ci-6alkyl) substituted 
with 0-2 Re, and -N (Ci-ealkyl) ( Ci_ealkyl)\ where each Ci-ealkyl 
is independently substituted with 0-2 Re; 

RsA is independently selected from the group consisting of 



is independently chosen at 
cOnsistii 



halogen, cyano, nitro, halo (Ci-e) alkyl, halo (^i-e) alkoxy, 
hydroxy, amino, Ci-e alkyl, Ci-e alkoxy, -NH(c\_e alkyl), and 
-N(Ci-6 alkyl) (Ci-e alkyl); 
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R9B is rndependently selected from the group consisting of 

halonen, nitro, halo (Ci-e) slkoxy, hydroxy, amino, Ci-e alkyl, 
Ci-6 a^koxy, -NH(Ci-6 alkyl), and -N(Ci-6 alkyl) (Ci-e alkyl) ; 
and 

Re is independ^tly selected at each occurrence the group 
consisting x^f halogen, hydroxy, Ci-4alkyl, Ci-4alkoxy, 
-NH(Ci-4 alkyJNl, and -N(Ci-4 alkyl) (C1-4 alkyl). 

27. A compound \f the formula: 



R3 ^ 




or a pharmaceutically acceptableXsalt thereof, wherein: 
A is selected from the group consisting of a single bond, S, NRa, 
CHRb, NRaCHRb, CHRbNRa, -CRa=CRb\ and C3H4; where Ra and Rb 
are independently selected at.ea^h occurrence from the 
group consisting of hydrogen and alkyl; 
R3 and R4 are independently selected at each occurrence from the 
group consisting of hydrogen; halogen; hydroxy; amino; 
cyano; nitro; -COOH; -CHO, optionallyy substituted alkyl; 
optionally substituted alkenyl; optionally substituted 
alkynyl; optionally substituted alkoxy\ optionally 
substituted mono or dialkylamino; optionally substituted 
alkylthio; optionally substituted alkyl ketone; optionally 
substituted alkylester; optionally substituted 
alkylsulf inyl; optionally substituted alkylsulf onyl; 
optionally substituted mono- or di-alkylcarbo3^amide; 
optionally substituted -S (0) nNHalkyl; optionalJW substituted 
-S(0)nN(alkyl) (alkyl) ; optionally substituted -NHC (-0) alkyl ; 
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opnionally substituted -NC (=0) (alkyl) (alkyl) ; optionally 
substituted -NHS (O) nalkyl; optionally substituted - 
NS (0)\(alkyl) (alkyl) ; optionally substituted saturated or 
partiaPly unsaturated heterocycloalkyl of from 5 to 8 
atoms, wmLch saturated or partially unsaturated 
heterocycloalkyl contains 1, 2, or 3 heteroatoms selected 
from N, 0, and S; optionally substituted aryl having from 1 
to 3 rings; an^^ optionally substituted heteroaryl, said 
heteroaryl having from 1 to 3 rings, 5 to 8 ring members in 
each ring and, in^at least one of said rings, from 1 to 
about 3 heteroatomsN^er ring selected from the group 
consisting of N, 0, and S; 
or any two 

R3 and R4 not attached to the ^ame carbon may be joined to form 
an optionally substituted Vryl ring; a saturated or 
partially unsaturated carbobyclic ring of from 5 to 8 
members, which carbocyclic rrng is optionally substituted; 
or a saturated, partially unsaturated, or aromatic 
heterocyclic ring of from 5 to 8\ members, which 
heterocyclic ring is optionally sXibstituted and contains 1, 
2, or 3 heteroatoms selected from 1S(^ 0, and S; 

R5 is independently selected at each occurrence from the group 
consisting of cyano, nitro, haloalkyX haloalkoxy, Ci-e 
alkyl substituted with 0-2 Re, C2-6 alkenyl substituted with 
0-2 Re, C2-6 alkynyl substituted with 0-2\r6, Ci-e alkoxy 
substituted with 0-2 Re, -NH(Ci-e alkyl) substituted with 0-2 
Re, -N(Ci-e alkyl) ( Ci-e alkyl) where each al\kyl is 
independently substituted with 0-2 Re, -XRvX and Y; 

R9 represents 0-3 substituents and is independently selected at 
each occurrence from the group consisting of l:>romo, 
haloalkyl, haloalkoxy, hydroxy, C2-6 alkyl substituted with 
0-2 Re, C2-e alkenyl substituted with 0-2 Re, C2-6 alkynyl 
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ssubstituted with 0-2 Re, C2-6 alkoxy substituted with 0-2 Re, 
-NH(C2-6 alkyl) substituted with 0-2 Re, -N(C2-6 alkyl) (C2-6 
alkVl) where each C2-6 alkyl is independently substituted 
withV-2 Re, -XR7, and Y; 
Re is independently selected at each occurrence from the group 
consisting of halogen, hydroxy, cyano, alkyl, alkoxy, - 
NH(alkyl) ,\-N (alkyl) (alkyl) , -S (O) n (alkyl) , haloalkyl, 
haloalkoxy, GD (alkyl) , CONH(alkyl), CON (alkyli) (alkyl2) 
where alkyli and alkyl2 may be joined to form a 
heterocycloalkylv ring of from 5 to 8 ring atoms and 
containing 1, 2, \r 3 heteroatoms selected from N, 0, and 
S, -XR7, and Y; 

X is independently select^^ at each occurrence from the group 
consisting of -CH2-, -GHRe-, -0-, -S(0)n-, -NH-, -NRs-, - 
C(-0)-, -C(=0)0-, -C(=0).NH-, -C(=0)NR8-, -S(0)nNH-, - 
S(0)nNR8-, NHC(-O)-, -NR8G^=0)-, -NHS (O) n", and -NRsS (0) n-; 

R7 and Re are independently seley^ted at each occurrence from 
straight, branched, and cycH^c alkyl groups, and 
(cycloalkyl) alkyl groups, sai\d straight, branched, and 
cyclic alkyl groups, and (cycPoalkyl) alkyl groups 
consisting of 3 to 8 carbon atoms, and containing zero or 
one or more double or triple bonds, each of which 3 to 8 

\ 

carbon atoms may be further substixtuted with one or more 
substituent (s) independently selected from 0x0, hydroxy, 
halogen, amino, cyano, nitro, haloalkyl, haloalkoxy, - 
O(alkyl) , 

-NH (alkyl), -N (alkyl) (alkyl) , -NHC (0) (alkyl) , - 
N(alkyl)C(0) (alkyl) , -NHS (0) n (alkyl) , \ 

-S (O)n(alkylj , -S (0) nNH (alkyl) , -S (0) nN (alkyls) (alkyl4) where 
alkyla and alkyl4 may be joined to form a h\terocycloalkyl 
ring consisting of from 5 to 8 ring atoms ar^d containing 1, 
2, or 3 heteroatoms selected from N, 0, and ^, and Y' ; 
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Y and Y' ""are independently selected at each occurrence from 3- 
to S-meirastered carbocyclic or heterocyclic groups which are 
saturated, unsaturated, or aromatic, which may be further 
substituted witn\one or more substituents independently 
selected from halogen, oxo, hydroxy, amino, nitro, cyano, 
alkyl, alkoxy, haloarkyl, haloalkoxy, mono- or 
dialkylamino, and alkyltm 
wherein said 3- to S-memberd^ed heterocyclic groups contain 
one or more heteroatom(s) independently selected from N, 0, 
and S; and 

n is independently chosen at each occurren^fee from 0, 1, and 2. 



28. A compound ok salt according to Claim 27 in which R3 
and R4 are independently^elected at each occurrence from the 
group consisting of hydrogen and Ci-e alkyl. 

29. A compound or salt according to claim 27, wherein A is 
selected from the group consisting^ of NH, ~CH=CH-, and CH2NH; R3 
is hydrogen and R4 is independently chosen at each occurrence 
from hydrogen and methyl; and Re is inoependently selected at 
each occurrence from the group consisting, of halogen, hydroxy, 
Ci-4 alkyl, Ci-4 alkoxy, -NH(Ci-4 alkyl), and\N(Ci-4 alkyl) (C1-4 
alkyl) . 



30. A compound of the formula 
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or a pharmaceutically acceptable salt thereof, wherein: 
A is sVlected from the group consisting of NH, -CH=CH-, and 
CHsNHs; 

R4 is independently selected at each occurrence from hydrogen and 
Ci-4alkylV 

R5 represents o\to 2 substituents independently selected at each 
occurrence f\om the group consisting of halogen, cyano, 
nitro, halo (Ci\) alkyl, halo (Ci-e) alkoxy, hydroxy, amino, Ci- 
ealkyl substituted with 0-2 Re, C2-6alkenyl substituted with 
0-2 Re, C2-6alkynyl\substituted with 0-2 Re, Ci-e^lkoxy 
substituted with O-ZvRe, -NH (Ci-ealkyl) substituted with 0-2 
Re, and -N (Ci-ealkyl) ( Vi-ealkyl) where each Ci_ealkyl is 
independently substituted with 0-2 Re,- 

R9 represents 0 to 2 substituents and is independently selected 
at each occurrence from thX group consisting of halogen, 
cyano, nitro, halo (Ci-e) alkyrV halo (Ci-e) alkoxy, hydroxy, 
amino, Ci-ealkyl substituted wrth 0-2 Re, C2-6alkenyl 
substituted with 0-2 Re, C2-ealkynyl substituted with 0-2 Re, 
Ci-ealkoxy substituted with 0-2 ReV -NH (Ci-ealkyl) substituted 
with 0-2 Re, and -N (Ci_ealkyl) ( Ci-eaSLkyI) where each Ci-ealkyi 
is independently substituted with 0-^^ Re,- 

RsA is independently selected from the group) consisting of 

halogen, cyano, nitro, trif luoromethyl,\ trif luoromethoxy, 
hydroxy, amino, Ci_e alkyl, Ci-e alkoxy, -NH(Ci-6 alkyl) , and 
-N(Ci-e alkyl) (Ci-Cg alkyl); \ 

RgB is independently selected from the group consdsting of 

trif luoromethoxy, hydroxy, C2-6 alkyl, Ca-e alSkoxy, -NH(C2-e 
alkyl), and -N(C2-6 alkyl) (C2-6 alkyl); and \ 

Re is independently selected at each occurrence fromVthe group 
consisting of halogen, hydroxy, C1-4 alkyl, C1-4 aJskoxy, - 
NH(Ci-4 alkyl), and -N(Ci_4 alkyl) (C1-4 alkyl). \ 
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31. \a compound of the formula: 



/ 

R2 



-Ar2 



or a pharmaceutically Acceptable salt thereof, wherein the 
compound or pharmaoeutically acceptable salt thereof 
exhibits an EC50 or Ki of 1 micromolar or less in a standard 
assay of capsaicin receptor mediated calcium mobilization; 
and wherein 

A is absent or is selected tTo\ the group consisting of 0, S, 
NRa, CRbRb' f NRaCRbRb' / 

CRb Rb'NRa, -CRa=CRb-, and CaH^ where Ra, Rb, and Rb' are 
independently selected at eacn\occurrence from hydrogen or 
Ci-6 alkyl; 
Z is oxygen or sulfur; 

Ri and R2 independently represent hydrog'fen or Ci-e alkyl; or 
Ri and R2 are taken together to form a 5 \o 8 membered nitrogen- 
containing ring of the formula: 




wherein x is 1, 2, or 3; 

R3 and R4 are independently chosen at each occurrence from the 
group consisting of hydrogen, halogen, cyano, Vnitro, 
halo (Ci-e) slkyl, halo (Ci-e) ^Ikoxy, hydroxy, aminc\^ Ci-ealkyl 
substituted with 0-2 Re, Ca-ealkenyl substituted with 0-2 Re; 
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\C2-6alkynyl substituted with 0-2 Re; Ci-ealkoxy substituted 
WSLth 0-2 Re, -NH (Ci-ealkyl) substituted with 0-2 Re, 
-N\Ci-6alkyl) (Ci-ealkyl) where each Ci-ealkyl is independently 
substituted with 0-2 Re, 
-XR7, \nd Y; 
or any two \ 

R3 and R4 not attached to the same carbon may be joined to form 
an aryl riXg substituted with 0-3 Re, a saturated or 
partially unsaturated carbocyclic ring of from 5 to 8 
members, whicri carbocyclic ring is substituted with 0-2 Re, 
or a saturated,\ partially unsaturated, or aromatic 
heterocyclic rirvq of from 5 to 8 members, which 
heterocyclic ringXis substituted with 0-2 Re and contains 1, 
2, or 3 heteroatom:^selected from N, 0, and S; 

Ari and Ar2 may be the sam^ or different and are selected from 
the group consisting of cyclohexyl, cyclopentyl, 
piperidinyl, piperazinysl, phenyl, pyrrolyl, furanyl, 
thienyl, pyrazolyl, imicmzolyl, thiazolyl, isothiazolyl, 
oxazolyl, isoxazolyl, oxaaiazolyl, triazolyl, tetrazolyl, 
pyridyl, pyrimidyl, pyrazinyl, benzimidazolyl, naphthyl, 
indolyl, isoindolyl, benzof uxanyl, isobenzof uranyl, 
benzo [b] thiophenyl, benz [d] isoxazolyl, quinolinyl, 
isoquinolinyl, cinnolinyl, qurnazolinyl, and quinoxalinyl, 
each of which is optionally morro-, di-, or trisubstituted 
with R5; or \ 

Ari and Arz may be the same or different and represent a bicyclic 
oxygen-containing group of the formula: 




optionally mono-, di-, or trisubstituted with R5, where L 
represents point of attachment and may bey at any point on 
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\he benzene ring, and the oxygen-containing ring of the 
brcyclic oxygen-containing group consists of from 5 to 8 
rings^atoms, contains 1 or 2 oxygen atoms and remaining ring 
atomsNare carbon; 
Rs is independently selected at each occurrence from the group 
consistino of halogen, cyano, nitro, halo (Ci-e) alkyl, 
halo (Ci-e) a\koxy, hydroxy, amino, Ci-ealkyi substituted with 
0-2 Re, C2-6aikenyl substituted with 0-2 Re, C2-6alkynyl 
substituted with 0-2 Re, Ci-ealkoxy substituted with 0-2 Re, 
-NH(Ci-ealkyl) s\ibstituted with 0-2 Re, 

-N (Ci-ealkyl) (Ci-eaO-kyl) where each Ci-ealkyi is independently 
substituted with o\2 Re, -XR7, and Y; 

Re is independently selec\ed at each occurrence from the group 

consisting of halogen\ hydroxy, cyano, Ci_4alkyl, Ci-4alkoxy, 
-NH(Ci-4alkyl) , -N (Ci_4al\kyl) (Ci-4alkyl) , -S (0) n (Ci-4alkyl) , 
halo(Ci-4)alkyl, halo (Ci-\ alkoxy, CO (Ci-4alkyl) , CONH(Ci- 
4alkyl) , CON (Ci-4alkyli) (CAalkyl2) where alkyli and alkyl2 
may be joined to form a helrerocycloalkyl ring of from 5 to 
8 ring atoms and containing \, 2, or 3 heteroatoms selected 
from N, 0, and S, -XR7, and Y;. 

X is independently selected at each Occurrence from the group 
consisting of -CH2-, -CHRs-, -0-,\ -S (0) n", -NH-, -NRe-, - 
C(=0)-, -C(=0)0-, -C(=0)NH-, -C(=0)NR8-, -S{0)nNH-, - 
S(0)nNR8-, NHC(=0)-, -NRsCC^O)-, -NBS(0)n-. and -NR8S(0)n-; 

R7 and Rs are independently selected at each occurrence from 

hydrogen, and straight, branched, andXcyclic alkyl groups, 
and (cycloalkyl) alkyl groups, said stradght, branched, and 
cyclic alkyl groups, and (cycloalkyl) alkVl groups 
consisting of 1 to 8 carbon atoms, and containing zero or 
one or more double or triple bonds, each orv which 1 to 8 
carbon atoms may be further substituted withXone or more 
substituent (s) independently selected from okp, hydroxy. 
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halogen, amino, cyano, nitro, haloalkyl, haloalkoxy, -0{Ci_ 
4alky\) , 

-NH (CiAalkyl) , -N (Ci-4alkyl) (Ci-4alkyl) , -NHC (0) (Ci_4alkyl) , - 
N(Ci-4alkYl)C(0) (Ci-4alkyl) , -NHS (0) n (Ci-4alkyl) , -S(0)n(Ci_ 
4alkyl), -^(0)nNH(Ci-4alkyl), 

-S (0) nN (Ci-4aSLkyl3) (Ci-4alkyl4) where Ci-4alkyl3 and Ci-4alkyl4 
may be joinedVto form a heterocycloalkyl ring consisting of 
from 5 to 8 riirg atoms and containing 1, 2, or 3 
heteroatoms selecsted from N, 0, and S, and Y' ; 
Y and Y' are independently selected at each occurrence from 3- 
to 8-membered carbo\:yclic or heterocyclic groups which are 
saturated, unsaturated, or aromatic, which may be further 
substituted with one osr more substituents independently 
selected from halogen, Gtxo, hydroxy, amino, nitro, cyano, 
Ci-4alkyl, Ci-4alkoxy, halo\(Ci-4) alkyl, halo (C1-4) alkoxy, 
mono- or di (Ci_4) alkylamino\ and Ci-4alkylthio; 
wherein said 3- to 8-membertered heterocyclic groups contain 
one or more heteroatom (s) inc^ependently selected from N, 0, 
and S; and 

n is independently chosen at each ocJsurrence from 0, 1, and 2. 



32. A compound of the Formula A, \Formula B, Formula C, 
Formula D, Formula E, or Formula F; 



^ R4 R3 

Formula A 
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Formula E 




or a pharmaceutically acceptable salt of Formula A, Formula B, 
Formula C, Formula D, Foxmula E, or Formula F, wherein 
A represents NH or 0; 

R3 and R4 are independently Nchosen at each occurrence from the 
group consisting of hydrogen, halogen, cyano, nitro, 
halo (Ci-e) alkyl, halo (Ci-emlkoxy, hydroxy, amino, Ci-ealkyl 
substituted with 0-2 Re, cVealkenyl substituted with 0-2 Re; 
C2-ealkynyl substituted with\o-2 Re; Ci-ealkoxy substituted 
with 0-2 Re, -NH (Ci-ealkyl) substituted with 0-2 Re, 
-N (Ci-ealkyl) (Ci-ealkyl) where e^ach Ci-ealkyl is independently 
substituted with 0-2 Re, 
-XR7, and Y; 

or any two 

R3 and R4 not attached to the same carbon may be joined to form 
an aryl ring substituted with 0-3 Re,^ a saturated or 
partially unsaturated carbocyclic ring of from 5 to 8 
members, which carbocyclic ring is sub\tituted with 0-2 Re, 
or a saturated, partially unsaturated, o,r aromatic 
heterocyclic ring of from 5 to 8 members, \ which 
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heuerocyclic ring is substituted with 0-2 Re and contains 1, 
2, orv 3 heteroatoms selected from N, and S; 

R5 and R9 eacfo represent from 1 to 3 substituents and are 

independently selected at each occurrence from the group 
consistingNDf halogen, cyano, nitro, halo (Ci-e) alkyl, 
halo (Ci-e) alkaxy, hydroxy, amino, Ci-ealkyl substituted with 
0-2 Re, C2-ealke^yl substituted with 0-2 Re, C2-6alkynyl 
substituted with\0-2 Re, Ci-ealkoxy substituted with 0-2 Re, 
-NH(Ci-6alkyl) sub^ituted with 0-2 Re, -N (Ci-ealkyl ) (Ci- 
ealkyl) where each CV-ealkyl is independently substituted 
with 0-2 Re, -XR7, and Y; 

Re is independently selectedXat each occurrence from the group 

consisting of halogen, hydroxy, cyano, Ci-4alkyl, Ci-4alkoxy, 
-NH(Ci-4alkyl) , -N (Ci-4alky]NYCi-4alkyl) , -S (0) n (Ci-4alkyl) , 
halo (C1-4) alkyl, halo (C1-4) alkoxy, CO (Ci-4alkyl) , CONH (Ci- 
4alkyl) , CON (Ci-4alkyli) (Ci-4alk,yl2) where alkyli and alkyl2 
may be joined to form a heterocycloalkyl ring of from 5 to 
8 ring atoms and containing 1, 2s, or 3 heteroatoms selected 
from N, 0, and S, -XR7, and Y; \^ 

X is independently selected at each occurrence from the group 
consisting of -CH2-, -CHRs-, -0-, -S(0)n-, -NH-, -NRs-, - 
C(=0)-, -C(=0)0-, -C(=0)NH-, -C(=0)NrV, -S(0)nNH-, - 
S(0)nNR8-, NHC(=0)-, -NR8C(=0)-, -NHS(0)V-, and -NR8S(0)n-; 

R7 and Rs are independently selected at each occurrence from 

hydrogen, and straight, branched, and cyclic alkyl groups, 
and (cycloalkyl) alkyl groups, said straight, branched, and 
cyclic alkyl groups, and (cycloalkyl) alkyl groups 
consisting of 1 to 8 carbon atoms, and containing zero or 
one or more double or triple bonds, each of which 1 to 8 

\ 

carbon atoms may be further substituted with one or more 
substituent (s) independently selected from oxo,\ hydroxy, 
halogen, amino, cyano, nitro, haloalkyl, haloalkoxy, -0(Ci- 
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4aixyl)/ -NH(Ci-4alkyl) , -N (Ci-4alkyl) (Ci-4alkyl) , 
-NHC (bi (Ci-4alkyl) , -N (Ci-4alkyl) C (0) (Ci-4alkyl) , 
-NHS(0)nOS^4alkyl) , -S (0) n (Ci-4alkyl) , -S (0) nNH (Ci-4alkyl) , - 
S (O)nN (Ci-4alkYl3) (Ci-4alkyl4) where Ci-4alkyl3 and Ci-4alkyl4 
may be joined t^form a heterocycloalkyl ring consisting of 
from 5 to 8 ring at>9ms and containing 1, 2, or 3 
heteroatoms selected f^om N, O, and S, and Y' ; 
Y and Y' are independently sel^ted at each occurrence from 3- 
to 8-membered carbocyclic or\ heterocyclic groups which are 
saturated, unsaturated, or aromatic, which may be further 
substituted with one or more subsuituents independently 
selected from halogen, oxo, hydroxy, \^ino, nitro, cyano, 
Ci-4alkyl, Ci-4alkoxy, halo (C1-4) alkyl, ha^(Ci-4) alkoxy, 
mono- or di (Ci_4) alkylamino, and Ci-4alkylthj 
wherein said 3- to 8-memberered heterocyclic "groups contain 
one or more heteroatom(s) independently selectea\f rom N, 0, 
and S; and 

n is independently chosen at each occurrence from 0, 1, and 2. 



U 



33. A compound or salt according to Claim 32, wherein A 
represents NH. 



34. A compound >9r salt according to Claim 32, wherein: 
A represents NH; and 

R3 and R4 are independent IV chosen at each occurrence from the 
group consisting of h^rogen, halogen, cyano, nitro, 
halo (Ci-e) alkyl, halo (Ci-eSl. alkoxy, hydroxy, amino, Ci-ealkyl, 
C2-6alkenyl, C2-6alkynyl, Ci\^alkoxy substituted with 0-2 Re, 
NH(Ci-6alkyl) , and -N (Ci-ealkyvL) (Ci-ealkyl) . 



35. A compound or salt according to Claim 32, wherein; 
A represents NH; 
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R3 represejots hydrogen; and 

R4 is independ^tly chosen at each occurrence from hydrogen and 
Ci-6 alkyl, 



36. A compound or saltT^^^^cording to Claim 32, wherein: 
A represents NH; 
R3 represents hydrogen; and 

R4 is independently chosen at each occu^^nce from hydrogen and 
methyl . 



A 

R3 

R4 

R5 



^ 1 

i 8^ 



J. A compound or salt according to Claim 32, wherein: 
repre^nts NH; 
repre serves hydrogen; 

IS independently chosen at each occurrence from hydrogen and 
methyl; am 

and R9 each represent from 1 to 3 substituents independently 
selected at eaoh occurrence from the group consisting of 
halogen, cyano, ndtro, halo (Ci-e) alkyl, halo (Ci-e) slkoxy, 
hydroxy, amino, Ci-g^lkyl, C2-6alkenyl, C2-6alkynyl, Ci- 
ealkoxy, -NH (Ci-6alkyl\ -N (Ci-ealkyi) (Ci-ealkyl), and C3-8 
cycloalkyl . 




38. A compound or salt according to Claim 37 of the Formula 
A-1 




R4 

Formula A-1 
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Rs and R9 arbsindependently selected from the group consisting of 
halogen, cyano, nitro, halo (Ci-e) alkyl, halo (Ci-e) alkoxy, 
hydroxy, amino/NQi-ealkyl, Ca-ealkenyl, C2-6alkynyl, Ci- 
ealkoxy, -NH (Ci-ealicyl, -N (Ci-ealkyl) (Ci-ealkyl) , and C3-8 
cycloalkyl; and 
RsB and Rgs each represent up td\2 substituents independently 

selected at each occurrence f^m hydrogen, halogen, cyano, 
nitro, halo (C1-2) alkyl, halo (C1-2) alkoxy, hydroxy, amino, 
Ci-aalkyl, Ci-aalkoxy, -NH (Ci-aalkyi) X?nd -N (Ci-ealkyl) (Ci- 
salkyl) 



39 . A compound or sa^ according to Claim 38 , wherein : 
R5 is C3-6 alkyl; C3-6 alkoxy; h\lo (C1-3) alkyl, halo (C1-3) alkoxy, 

C3-8 cycloalkyl; 
R9 is chloro or trif luoromethyl; an^ 
RsB and Rgs are hydrogen. 



or 



40. A compound or salt according to Claim 37 of Formula B- 
1 




R4 

Formula B-1 

wherein 

R5 and Rg are independently selected 5j:om the group consisting of 
halogen, cyano, nitro, halo (Ci-e) aJSkyl, halo (Ci-e) alkoxy, 
hydroxy, amino, Ci-ealkyl, C2-6alkeny\, C2-6alkynyl, Ci- 
ealkoxy, -NH (Ci-ealkyl, -N (Ci-ealkyl) (C^ealkyl) , and C3-8 
cycloalkyl; and 
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hi 



RsB and Rge each\represent up to 2 substituents independently 

selected attach occurrence from hydrogen, halogen, cyano, 
nitro, halo (Ci-\) alkyl, halo (Ci_2) alkoxy, hydroxy, amino, 
Ci-3alkyl, Ci-3alkb^y, -NH (Ci-salkyi) , and -N (Ci-ealkyl) (Ci- 
ealkyl) . 



41. A compourtd or salt according to Claim 40, wherein; 
R5 is C3-6 alkyl; C3-6 alsj^oxy; halo (C1-3) alkyl, halo (C1-3) alkoxy, or 

C3-8 cycloalkyl; 
R9 is chloro or trif luoromet^t^l; and 
RsB and R9B are hydrogen. 



iJ 



p 
5:==; 
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A compound or salt according to Claim 37 of Formula C- 



1: 




wherein: \ 

R5 and R9 are independently selected from xihe group consisting of 
halogen, cyano, nitro, halo (Ci-e) alkyl, \halo (Ci-e) alkoxy, 
hydroxy, amino, Ci-ealkyl, C2-6alkenyl, C2^fialkynyl, Ci- 
ealkoxy, -NH (Ci-ealkyi, -N (Ci-ealkyl) (Ci-ealkyl) , and C3-8 
cycloalkyl; and \ 

RsB and Rgg each represent up to 2 substituents inaependently 

selected at each occurrence from hydrogen, halogen, cyano, 
nitro, halo (C1-2) alkyl, halo (C1-2) alkoxy, hydroxyX amino. 
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Ci-3alkyl, Ci-3alk}^xy, -NH (Ci-salkyi) , and -N (Ci-ealkyi) (Ci- 
ealkyl) . 



43. A compound\or salt according to Claim 42, wherein: 
Rs is C3-6 alkyl; C3-6 aJ\oxy; halo (Ci^a) alkyl, halo (C1-3) alkoxy, 

C3-8 cycloalkyl; 
R9 is chloro or trif luorometl^l; and 
RsB and R9B are hydrogen. 



or 



44. A compound or salt according to Claim 37 of Formula D-1 



ill ^ 



n 



ru 




wherein : 

R5 and R9 are independently selected frcrni the group consisting of 
halogen, cyano, nitro, halo (Ci-e) alkysL , halo (Ci-e) alkoxy, 
hydroxy, amino, Ci-ealkyl, C2-6alkenyl, \2-6alkynyl, Ci- 
ealkoxy, -NH (Ci-ealkyi, -N (Ci-ealkyi) (Ci-eaXkyI) , and C3-8 
cycloalkyl; and 
RsB and Rga each represent up to 2 substituents independently 

selected at each occurrence from hydrogen, halogen, cyano, 
nitro, halo (C1-2) alkyl, halo (Ci_2) alkoxy, hydroxy^ amino, 
Ci-3alkyl, Ci-3alkoxy, -NH (Ci-3alkyl) , and -N (Ci-ealKyl) (Ci- 
ealkyl) . 



45. A compound or sa\t according to Claim 44, wherein: 



R5 is C3-6 alkyl; C3-6 alkoxy;\jalo (C1-3) alkyl, halo (C1-3) alkoxy, or 
C3-8 cycloalkyl; 
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R9 is chloro oV trif luoromethyl; and 
R5B and R9B are rWdrogen. 




U 



wherein : 

R5 and R9 are independently selectedX f rom the group consisting of 
halogen, cyano^ nitro, halo (Ci-e) sil'^V^' halo (Ci-e) alkoxy, 
hydroxy, amino, Ci-ealkyl, C2-6alkenyl, C2-6alkynyl, Ci- 
ealkoxy, -NH (Ci-ealkyl, -N (Ci-ealkyi) (\i-6alkyl) , and 
C3-8 cycloalkyl; and 

RsB and R9B each represent up to 2 substituent'is independently 

selected at each occurrence from hydrogen\ halogen, cyano, 
nitro, halo (C1-2) alkyl, halo (C1-2) alkoxy, hydsfoxy, ammo, 
Ci-3alkyl, Ci-aalkoxy, -NH (Ci-salkyi) , and -N (C^y^ealkyl) (Ci- 
ealkyl) . 



47. A compounbssor salt according to Claim 4 6, wherein: 
R5 is C3-6 alkyl; Cs-e aI\oxy; halo (C1-3) alkyl, halo (Ci_3) alkoxy, or 

C3-8 cycloalkyl; 
R9 is chloro or trif luoromet^h^l ; and 
RsB and R9B are hydrogen. 
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48. A Xompound of salt according to Claim 37 of Formula F-1 




fU 




Formula F-1 

wherein: 

Rs and R9 are independently selected from the group consisting of 
halogen, cyano, nitro, halo (Ci-gO alkyl, halo (Ci-e) alkoxy, 
hydroxy, amino, Ci-ealkyl, C2-6alkenyl, C2-6alkynyl, Ci- 
ealkoxy, -NH (Ci-ealkyl, -N (Ci-6alkyl)\ Ci-ealkyl) , and C3-8 
cycloalkyl; and 
RsB and R9B each represent up to 2 substituenYs independently 

selected at each occurrence from hydrogen^ halogen, cyano, 
nitro, halo (C1-2) alkyl, halo (C1-2) alkoxy, hydroxy, amino, 
Ci-3alkyl, Ci-3alkoxy, -NH (Ci-salkyi) , and -N (Ci\^alkyl) (Ci- 
ealkyl) . 



49. A compound or salt according to Claim 47, wherein: 
R5 is C3-6 alkyl; C3-6 alkoxy\halo (C1-3) alkyl, halo (Ci-s) alkoxy, 

C3-8 cycloalkyl; 
R9 is chloro or trif luoromethyl\and 
RsB and Rgs are hydrogen. 



or 



50. A compourid of the Formula: 
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or a pharmaceutioally acceptable salt thereof, wherein: 

A is absent or is s^elected from the group consisting of 0, S, 

NRa, CRbRb' f NRaG;RbRb' / CRb Rb'NRa, -CRa=CRb-, and C3H4; where 
Ra/ I^b/ and Rb' as^e independently selected at each 
occurrence from hydrogen or Ci-e alkyl; 

R3 and R4 are independent\y chosen at each occurrence from the 
group consisting of nsvdrogen, halogen, cyano, nitro, 
halo (Ci-e) alkyl, halo (CVe) alkoxy, hydroxy, amino, Ci-ealkyl 
substituted with 0-2 R6,\ C2-6alkenyl substituted with 0-2 Re; 
C2-6alkynyl substituted wrth 0-2 Re; Ci-ealkoxy substituted 
with 0-2 Re, -NH (Ci-ealkyl)\substituted with 0-2 Re, 
-N (Ci-ealkyl) (Ci-ealkyl) where;^ each Ci-ealkyi is independently 
substituted with 0-2 Re, \ 
-XR7, and Y; \ 

or any two \ 

R3 and R4 not attached to the same carbon may be joined to form 
an aryl ring substituted with 0-3\Re, a saturated or 
partially unsaturated carbocyclic r.ing of from 5 to 8 
members, which carbocyclic ring is substituted with 0-2 Re, 
or a saturated, partially unsaturated, or aromatic 
heterocyclic ring of from 5 to 8 members, which 
heterocyclic ring is substituted with 0Y2 Re and contains 1, 
2, or 3 heteroatoms selected from N, 0, and S; 

R5 is selected from the group consisting of bromo, fluoro, iodo, 
halo (Ci-e) alkyl, halo (Cs-e) alkoxy, Ca-e^lkyl substituted with 
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dV3 Re, C2-6alkenyl substituted with 0-3 Re, C2-6alkynyl 
suEsstituted with 0-3 Re, Cs-ealkoxy substituted with 0-2 Re, 
{C3-\ycloalkyl)Ci-4alkyl, -NH {Ci-ealkyi) substituted with 0-2 
Re, -NXCi-ealkyl) (Ci-ealkyl) where each Ci-ealkyl is 
substituted with 0-2 Re, Y, -{C=0)Y, -(CH2)Y, and 
-(CH(CN) ) 

Rg is selected fftom the group consisting of halogen, cyano, 
-N (S02Ci_6alky\) (S02Ci-6alkyl) , -SO2NH2, halo (Ci_e) alkyl, 
halo (Ci-e) alkoxyV Ci-ealkyl substituted with 0-2 Re, 
C2-6alkenyl substostuted with 0-2 Re, C2-6alkynyl substituted 
with 0-2 Re, Ci-ealW)xy substituted with 0-2 Re, 
-NH (Ci-ealkyl) substituted with 0-2 Re, 

-N (Ci-ealkyl) ( Ci-6alky\) where each Ci-ealkyl is substituted 
with 0-2 Re; 

RsB and Rgs each represent from\ 0 to 2 substituents and are 

independently selected atXeach occurrence from the group 
consisting of halogen, cyano, nitro, halo (Ci-e) alkyl, 
halo (Ci-e) alkoxy, hydroxy, artvino, Ci-ealkyl substituted with 
0-2 Re, (C3_8cycloalkyl) Ci-4alkya substituted with 0-2 Re, C2- 
ealkenyl substituted with 0-2 ^g, C2-6alkynyl substituted 
with 0-2 Re, Ci-ealkoxy substituted with 0-2 Re, -NH(Ci- 
ealkyl) substituted with 0-2 Re, a\^d -N (Ci-ealkyl) ( Ci-ealkyl) 
where each Ci-ealkyl is independently substituted with 0-2 
Re, and Y; and any two 

R5 and RsB bound to adjacent atoms may be 3^ined to form a 

C3-8cycloalkyl group or a heterocycloalkyl group, each of 
which is optionally substituted by from 1 to 5 substituents 
independently chosen from cyano, halogen, hydroxy, Ci_ 
4alkyl, Ci-4alkoxy, -NH (Ci-4alkyl) , -N (Ci-4alkyl) ( Ci-4alkyl) , 
halo (C1-4) alkyl, and halo (Ci_4) alkoxy, wherein the 
heterocycloalkyl group consists of from 4 Vo 8 atoms and 
contains 1, 2, or 3 heteroatoms selected fAom N, 0, and S; 
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Re is Nindependently selected at each occurrence from the group 

consisting of cyano, halogen, hydroxy, Ci-^alkyl, Ci-4alkoxy, 
-NH\ci-4alkyl) , -N (Ci.^alkyl) ( Ci-4alkyl) , -S (0) n (Ci-4alkyl) , 
halo(\i-4)alkyl, halo (C1-4) alkoxy, CO (Ci-4alkyl) , CONH(Ci- 
4alkyl)\ C0N(Ci-4alkyli) ( Ci-4alkyl2) where alkyli and alkyl2 
may be joined to form a heterocycloalkyl ring of from 5 to 
8 ring atorns and containing 1, 2, or 3 heteroatoms selected 
from N, 0, aWl S, -XR7, and Y; 

X is independently^selected at each occurrence from the group 
consisting of -Vis-, -CHRg-, -0-, -S(0)n-, -NH-, -NRg-, - 
C(=0)-, -C(=0)Nh\ -C(=0)NR8-, -S(0)nNH-, -S(0)nNR8-, 
NHC(=0)-, -NR8C(=0)V, -NHS(0)n-, and -NRsS (0) n" ; 

R7 and Re are independentry selected at each occurrence from 

hydrogen, and straight^ branched, and cyclic alkyl groups, 
and (cycloalkyl) alkyl gXpups, said straight, branched, and 
cyclic alkyl groups, and \cycloalkyl) alkyl groups 
consisting of 1 to 8 carbon, atoms, and containing zero or 
one or more double or tripled bonds, each of which 1 to 8 
carbon atoms may be further ■ substituted with one or more 
substituent (s) independently selected from 0x0, hydroxy, 
halogen, amino, cyano, nitro, haVoalkyl, haloalkoxy, -0(Ci- 
4alkyl), -NH(Ci-4alkyl) , -N (Ci-4alk^) ( Ci-4alkyl) , 
"NHC(0)( Ci-4alkyl), -N (Ci.4alkyl) C ( Ci-4alkyl) , 
-NHS (0) n (Ci-4alkyl) , -S (0) n (Ci-4alkyl) \ -S (0) nNH (Ci-4alkyl) , 
-S (0) nN (Ci-4alkyl3) ( Ci-4alkyl4) where cV4alkyl3 and Ci-4alkyl4 
may be joined to form a heterocycloalkVl ring consisting of 
from 5 to 8 ring atoms and containing 1,\ 2, or 3 
heteroatoms selected from N, 0, and S, arrd Y' ; 

Y and Y' are independently selected at each occurrence from 3- 
to 8-membered carbocyclic or heterocyclic groups which are 
saturated, unsaturated, or aromatic, which mky be further 
substituted with one or more substituents independently 
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selected fJs^om halogen, oxo, hydroxy, amino, nitro, cyano, 
Ci-4alkyl, Cl^dalkoxy, halo (C1-4) alkyl, halo (C1-4) alkoxy, 
mono- or di (Ci\) alkylamino, and Ci-4alkylthio; 
wherein said 3-\to 8-memberered heterocyclic groups contain 
one or more hetero^tom (s) independently selected from N, 0, 
and S; and 

n is independently chosen a\ each occurrence from 0, 1, and 2. 



51. A\compound or salt according to Claim 50, wherein: 
A is 0 or NRa\ wherein is hydrogen or methyl. 



52. A compound or salt according to Claim 50, wherein: 
A is 0 or NRa, wherein Ra is hydrogen or methyl; and 
R3 and R4 are indepeirdently chosen at each occurrence from the 
group consistingXof hydrogen, halogen, cyano, nitro, 
halo (Ci-e) alkyl, haslo (Ci-e) alkoxy, hydroxy, amino, Ci-ealkyl, 
C2-6alkenyl, C2-6alkyKiyl, Ci-ealkoxy, -NH (Ci-ealkyl) , and 
-N(Ci-6alkyl) (Ci-ealky] 



53. A compound or salt\according to Claim 50, wherein: 
A is 0 or NRa, wherein Ra is hydrogen or methyl; 
R3 is hydrogen; and 

R4 is independently chosen at eac\ occurrence from the group 
consisting of hydrogen, halog'^n, cyano, nitro, halo(Ci- 
6)alkyl, halo (Ci-e) alkoxy, hydrdxy, amino, Ci-ealkyl, C2- 
ealkenyl, C2-6alkynyl, Ci-6alkoxy,\-NH (Ci-ealkyl) , and -N(Ci- 
ealkyl) (Ci-ealkyl) . 

54. A compound or salt according t A Claim 50, wherein: 
A is 0 or NRa, wherein Ra is hydrogen or methyl; 
R3 is hydrogen; and 
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R4 is independently chosen at each occurrence from hydrogen and 
CiAalkyl. 



55. \A compound or salt according to Claim 50, wherein: 
A is NRa/ wherein Ra is hydrogen or methyl; 
R3 is hydrogen; and 

R4 is indepenoently chosen at each occurrence from hydrogen, 
halo (C1-3) alkyl, and Ci-ealkyl. 

56. A compound or salt according to Claim 50, wherein: 
A is NRa, wherein FU is hydrogen or methyl; 
R3 is hydrogen; and 

R4 is independently chosen at each occurrence from hydrogen and 
Ci-4aikyl . 



57. A compound or a^alt according to Claim 50 of the Formula 

R4 




wherein : 

R4 is independently chosen at ea^h occurrence from hydrogen and 
Ci-4alkyl . 

58. A compound or salt according t^ Claim 57 of the formula: 
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wherein 

RsB and Rgs are independently chosen f^qm hydrogen, halogen, 
cyano, nitro, halo (C1-2) alkyl, halo (Cis^) alkoxy, amino, 
Ci-^alkyl, and Gi-2alkoxy; and 
Rio is independently chosen at each occurrence frdu^^ hydrogen, 
halogen, and C1-4 alkyl. 



59. A compourkl or salt according to Claim 58 wherein: 
R9 is selected from th^\group consisting of halogen, cyano, 
-N(S02CH3)2/ .-SO2NH2, ^alo(Ci-3) alkyl, Ci-salkoxy, 
-NH(Ci-3alkyl) , and -N (^Kaalkyl) (Ci-salkyi) . 



60. A compbaind or salt according to Claim 57, wherein: 
RsB and R9B are iirdependently chosen from hydrogen, halogen, 

cyano, nitro, Njalo (C1-2) alkyl, halo (C1-2) alkoxy, amino, 
Ci-4alkyl, and CiV^alkoxy. 

61. A compound or sa^ according to Claim 57, wherein: 
RsB represents 0 or 1 substi^uents chosen from halogen, cyano, 

nitro, halo (C1-2) alkyl, hasl^o (C1-2) alkoxy, amino, Ci-4alkyl, 
and Ci-2alkoxy; and 
R9B represents 0 or 1 substituents (shosen from halogen, cyano, 
nitro, halo (C1-2) alkyl, and Ci-2ajSkyl, and Ci-2alkoxy, 



62. A compound or salt ac«^rding to Claim 57, wherein: 
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R9 is selected from the group consisting of halogen, cyano, 
-NC^02CH3)2, -SO2NH2, halo (C1-3) alkyl, Ci-aalkoxy, 
-NHCCVsalkyl) , and -N (Ci-aalkyi) (Ci-aalkyl) ; 

RsB representss 0 or 1 substituents chosen from halogen, cyano, 
nitro, halo (C1-2) alkyl, halo (Ci_2) alkoxy, amino, Ci-4alkyl, 
and Ci-2alkaxy; and 

R9B represents 0 o!r 1 substituents chosen from halogen, cyano, 
nitro, halo (Ci\) alkyl, and Ci-2alkyl, and Ci-2alkoxy. 



63. A compound or salt according to Claim 57, wherein: 
R5 is selected from the grioup consisting of bromo, fluoro, iodo, 

halo (Ci-s) alkyl, halo (cVe) alkoxy, Cs-ealkyl substituted with 

0-3 Re, C2-6alkenyl substituted with 0-3 Re, Y, 

-(C=0)Y, -(CH2)Y, and -(CfHCN) ) Y; 
R9 is selected from the group conssLsting of halogen, cyano, 

-N(S02CH3)2, -SO2NH2, halo (C1-2) alkyl, 
Ci-3alkoxy, -NH (Ci-ealkyl) , and -^(Ci-ealkyl) ( Ci-ealkyl) ; 
RsB represents 0 or 1 substituents chosen from halogen, cyano, 

nitro, halo (C1-2) alkyl, halo (C1-2) alkoxy, amino, Ci-4alkyl, 

and Ci-2alkoxy; and 
R9B represents 0 or 1 substituents chosen fr6m halogen, cyano, 

nitro, halo (C1-2) alkyl, and Ci-2alkyl, and\Ci-2alkoxy . 



64. A compound or s'^lt according to Claim 63, wherein: 
Re is independently selected at each occurrence from the group 

consisting of cyano, ha>logen, hydroxy, Ci-4alkyl, Ci-^alkoxy, 
-NH(Ci-4alkyl) , and -N (Ci-V^lkyl) ( Ci-4alkyl) and Y; and 
Y is independently selected at ^ch occurrence from C3-8 

cycloalkyl, piper idinyl, pip^azinyl, tetrahydropyranyl, 
dihydropyranyl , morphol inyl , tVlomorpholinyl , phenyl , 
pyridyl, pyrazinyl, pyrimidinyl,\ thiazolyl, thienyl, and 
imidazolyl, each of which may be farther substituted with 
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or\e or more substituents independently selected from 
haibgen, oxo, hydroxy, amino, nitro, -cyano, Ci_4alkyl, Ci_ 
4alko\y, halo {C1-4) alkyl, halo (C1-4) alkoxy, mono- or di (Ci- 
4) alkyl\mino, and Ci-4alkylthio . 

65. A compound or salt according to Claim 63, wherein: 
R9 is cyano, trif rkoromethyl, chloro, or iodo; and 

R9B is hydrogen. \ 

66. A compound according to Claim 50, which is 

N- (4-tert-butylphenyl) -4\ ( 3-chloropyridin-2-yl) piperazine-1- 
carboxamide, or a pharmaceutically acceptable salt thereof. 

67. A compound accordingyto Claim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -N- (4-cycloI^exylphenyl) -2-methylpiperazine-l 
carboxamide, or a pharmaceuticaMy acceptable salt thereof. 

68. A compound according to Gllaim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -2-methyl-N- [4- (t\rif luoromethyl) 

phenyl] piperazine-l-carboxamide, or aXpharmaceutically 
acceptable salt thereof. \ 

69. A compound according to Claim 5X3, which is (2R)-N-(4- 
tert-butylphenyl) -4- (3-chloropyridin-2-yl)\2-methylpiperazine-l 
carboxamide, or a pharmaceutically acceptable salt thereof. 

70. A compound according to Claim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -N- (4-isopropylphenyl) -2-menhylpiperazine-l- 
carboxamide, or a pharmaceutically acceptable salt thereof. 

71. A compound according to Claim 50, whichXis (2S)-4-(3- 
chloropyridin-2-yl) -N- ( 4-trif luoromethylphenyl) -2-\ 
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methy\piperazine-l-carboxamide, or a pharmaceutically acceptabl 
salt thereof. 

72. Aycompound according to Claim 50, which is (2S)-N-(4- 
tert-butylphenyl) -4- (3-chloropyridin-2-yl) -2-methylpiperazine-l 
carboxamide, oiv a pharmaceutically acceptable salt thereof. 

73. A compound according to Claim 50, which is (2S)-4-(3- 
chloropyridin-2-yl) (4-isopropylphenyl) -2-methylpiperazine-l- 
carboxamide, or a pharmaceutically acceptable salt thereof. 

74. A compound according to Claim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -2-methVL-N- ( 4-piperidin-l- 

ylphenyl) piperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof- \ 

75. A compound according to Claim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -N- [2-f luoro-4-\(trif luoromethyl) phenyl] -2- 
methylpiperazine-l-carboxamide, or >a pharmaceutically acceptabl 
salt thereof. \ 

76. A compound according to ClaiiK 50, which is (2R)-2- 
methyl-N- [4- (tr if luoromethyl) phenyl] -4- 

(trif luoromethyl) pyridin-2-yl ] piperazine- J^-carboxamide, or a 
pharmaceutically acceptable salt thereof. \ 

77. A compound according to Claim 50, wMch is (2R)-N-(4- 
tert-butylphenyl) -2-methyl-4- [3- ( trif luoromethVl) pyridin-2- 

yl] piperazine-l-carboxamide, or a pharmaceutically acceptable 
salt thereof. \ 

78. A compound according to Claim 50, which\is (2R)-N-(4- 
isopropylphenyl) -2-methyl-4- [3- (trif luoromethyl ) pyradin-2- 
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yl] pdperazine-l-carboxamide, or a pharmaceutically acceptable 
salt Vhereof . 

79. \ A compound according to Claim 50, which is 4-(3- 
chloropyric^in-2-yl) -2, 6-dimethyl-N- [4- 

(trif luoromethyl) phenyl] piperazine-l-carboxamide, or a 
pharmaceuticaMy acceptable salt thereof. 

80. A compound according to Claim 50, which is N-(4-tert 
butylphenyl) -4- (3-ahloropyridin-2-yl) -2, 6-dimethylpiperazine-l 
carboxamide, or a plrarmaceutically acceptable salt thereof. 

81. A compound aocording to Claim 50, which is 4-(3- 
chloropyridin-2-yl) -N- (4Yisopropylphenyl) -2, 6- 
dimethylpiperazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof. \ 

82. A compound according to Claim 50, which is (2R)-N-(4 
cyclohexylphenyl) -2 -me thy 1-4 -Xs- (tr if luoromethyl) pyridin-2- 
yllpiperazine-l-carboxamide, on a pharmaceutically acceptable 
salt thereof. \ 

83. A compound according to Claim 50, which is 4-(3- 
chloropyridin-2-yl) -N- ( 4-cyclohexylp)henyl) -2, 6- 
dimethylpiperazine-l-carboxamide, or\a pharmaceutically 
acceptable salt thereof. \ 

84. A compound according to Claim\50, which is (2R)-4-(3 
chloropyridin-2-yl) -N- ( 4-cyclopentylphenVl ) -2-methylpiperazine 
1-carboxamide, or a pharmaceutically acceptable salt thereof. 



186 




85. A coiQpound according to Claim 50, which is (2R)-N-(4- 
cyclopentylphenyl)x2-methyl-4- [3- (trif luoromethyl) pyridin-2- 
yl] piperazine-l-carbox^ide, or a pharmaceutically acceptable 
salt thereof. 



86. A compound according to Claim 50/ which is (2R)-N-(4- 
tert-butylphenyl) -4- [3- (oiraethylamino) pyridin-2-yl] -2- 
methylpiperazine-l-carboxamr^e, or a pharmaceutically acceptable 
salt thereof. 

87. A compound according to ClVim 50, which is (2R)-4-[3- 
(dimethylamino) pyridin-2-yl] -2-methyl-Hr [4- 

(trif luoromethyl) phenyl] piperazine-l-caro9xamide, or a 
pharmaceutically acceptable salt thereof, 



88. A compdund according to Claim 50, which is (2R)-N-(4- 
tert-butylphenyl) -4r- (3-methoxypyridin-2-yl) -2-methylpiperazine- 
1-carboxamide, or a pharmaceutically acceptable salt thereof. 

89. A compound acc\rding to Claim 50, which is (2R)-4-(3- 
methoxypyridin-2-yl) -2-met^yl-N- [4- (trif luoromethyl ) phenyl] 
piperazine-l-carboxamide, o\ a pharmaceutically acceptable salt 
thereof . 

90. A compound according tdv Claim 50, which is (2R)-N-(4- 
cyclohexylphenyl) -4- (3-methoxypyrialn-2-yl) -2-methylpiperazine- 
1-carboxamide, or a pharmaceuticallAacceptable salt thereof. 



91. A compound according to ClaimNSO, which is (2R)-4-(3- 
chloropyridin-2-yl) -N- [4- (3, 6-dihydro-2H-Wran-4-yl) phenyl] -2- 
methylpiperazine-l-carboxamide, or a pharmaVjeutically acceptable 
salt thereof. 
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92. \ A compound according to Claim 50, which is (2R)-4-(3- 
chloropyrrdin-2-yl) -2-methyl-N- (4-tetrahydro-2H-pyran-4- 
ylphenyl) pip)erazine-l-carboxamide, or a pharmaceutically 
acceptable salt thereof . 

93. A compound according to Claim 50, which is (2R)-4-(3- 
chloropyridin-2-ya.) -N- [4- {4-hydroxytetrahydro-2H-pyran-4- 

yl) phenyl] -2-methyipiperazine-l-carboxamide, or a 
pharmaceutically ac<ceptable salt thereof. 

94. A compound ^cording to Claim 50, which is (2R)-N-[4- 
(4-hydroxytetrahydro-2HV-pyran-4-yl) phenyl] -2-methyl-4- [3- 
(trif luoromethyl) pyridirV2-yl] piperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 

95. A compound according to Claim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -2-methylVN- [4- (2-methyl-l, 3-thiazol-4- 

yl) phenyl] piperazine-l-carboxaimide, or a pharmaceutically 
acceptable salt thereof. \ 

96. A. compound according toVClaim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -N- [4- (2-ethyl-V, 3-thiazol-4-yl) phenyl] -2- 
methylpiperazine-l-carboxamide, or pharmaceutically acceptabl 
salt thereof. \ 

97. A compound according to Claiim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -N- [4- (2-methoxy-l, l-Ndimethylethyl) phenyl] -2 
methylpiperazine-l-carboxamide, or a pharmaceutically acceptabl 
salt thereof. \ 
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98 \ A compound according to Claim 50, which is (2R)-N-[4- 
(2-methoxVl, 1-dimethylethyl) phenyl] -2-methyl-4- [3- 
(trif luorome^hyl) pyridin-2-yl] piperazine-l-carboxamide, or a 
pharmaceutica\ly acceptable salt thereof. 

99. A compound according to Claim 50, which is (2R)-4-(3- 
chloropyridin-2-yl\ -N- [ 4- ( 1-cyano-l-methylethyl ) phenyl ] -2- 
methylpiperazine-l-oarboxamide, or a pharmaceutically acceptable 
salt thereof. \ 

100. A compound according to Claim 50, which is (2R)-N-[4- 
(1-cyano-l-methylethyl) phenyl] -2-methyl-4- [3- (trif luoromethyl) 
pyridin-2-yl] piperazine-l-cVrboxamide, or a pharmaceutically 
acceptable salt thereof. \ 

101. A compound according Vo Claim 50, which is N-(4-tert- 
butylphenyl) -4- (3-chloropyridin-\2-yl) -2-ethylpiperazine-l- 
carboxamide, or a pharmaceutically acceptable salt thereof. 

102. A compound according to c\aim 50, which is 4-(3- 
chloropyridin-2-yl) -2-ethyl-N- [4- \ 

(trif luoromethyl) phenyl] piperazine-l-aarboxamide, or a 
pharmaceutically acceptable salt thereof. 

103. A compound according to Claim 30, which is 4-(3- 
chloropyridin-2-yl) -2-ethyl-N- (4-isopropyrt)henyl) piperazine-1- 
carboxamide, or a pharmaceutically acceptabYe salt thereof. 

104. A compound according to Claim 50, wlaich is N-(4-tert- 
butylphenyl) -2-ethyl-4- [3- (trif luoromethyl) pyrldin-2- 

yl] piperazine-l-carboxamide, or a pharmaceutically acceptable 
salt thereof. \ 
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106, A compound according to Claim 50, which is 2-ethyl-N- 
[4- (trifVioromethyl) phenyl] -4- [3- (trif luoromethyl) pyridin-2' 
yl] piperazSLne-l-carboxamide, or a pharmaceutically acceptable 
salt thereo] 

106. A cor^ound according to Claim 50, which is 2-ethyl-N- 
(4-isopropylphenVl) -4- [3- (trif luoromethyl) pyridin-2- 
yl] piperazine-l-cafboxamide, or a pharmaceutically acceptable 
salt thereof . 

107. A compound a\:cording to Claim 50, which is 2-tert- 
butyl-N- (4-tert-butylphfenyl) -4- (3-chloropyridin-2-yl) piperazine- 
1-carboxamide, or a pharmaceutically acceptable salt thereof. 

108. A compound accorckng to Claim 50, which is 2-tert- 
butyl-N- [4- (trif luoromethyl)Vhenyl] -4- [3- 

(trif luoromethyl) pyridin-2-yl\piperazine-l-carboxamide, or a 
pharmaceutically acceptable saiSt thereof. 

109. A compound according toXciaim 50, which is N-(4-tert- 
butylphenyl) -4- ( 3-chloropyridin-2-Vl) -2-isopropylpiperazine-l- 
carboxamide, or a pharmaceutically acceptable salt thereof. 

110. A compound according to ClaM 50, which is N-(4-tert- 
butylphenyl) -2-isopropyl-4- [3- (trif luoAomethyl) pyridin-2- 

yl] piperazine-l-carboxamide, or a pharma^ceutically acceptable 
salt thereof. 



111. A compound according to Claim 50,\ which is 2- 
isopropyl-N- [4- (trif luoromethyl) phenyl] -4- [3^ (trif luoromethyl) 
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pyriadn-2-yl] piperazine-l-carboxamide, or a pharmaceutically 
accept^able salt thereof . 

112. >A compound according to Claim 50, which is 2- 
isopropyl-N\ (4-isopropylphenyl) -4- [3- (trif luoromethyl) pyridin-2 
yl] piperazineVl-carboxamide, or a pharmaceutically acceptable 
salt thereof. \ 

113. A compound according to Claim 50, which is (2R)-4-{3- 
f luoropyridin-2-yl)\-2-methyl-N- [4- 

(trif luoromethyl) phenyl] piperazine-l-carboxamide, or a 
pharmaceutically acceWable salt thereof. 

114. A compound according to Claim 50, which is (2R)-N-(4- 
tert-butylphenyl) -4- (3-f ruoropyridin-2-yl) -2-methylpiperazine-l 
carboxamide, or a pharmaceVtically acceptable salt thereof. 

115. A compound accordirig to Claim 50, which is (2R)-4-(3- 
f luoropyridin-2-yl) -N- (4-isopnopylphenyl) -2-methylpiperazine-l- 
carboxamide, or a pharmaceuticaylly acceptable salt thereof. 

116. A compound according toXciaim 50, which is (2R)-N-(4- 
cyclohexylphenyl) -4- (3-f luoropyridiSn-2-yl) -2-methylpipera2ine-l 
carboxamide, or a pharmaceutically acceptable salt thereof. 

117. A compound according to Claim 50, which is (2R)-N-{4- 
cyclopentylphenyl) -4- ( 3-f luoropyridin-2Vl) -2-methylpiperazine- 
1-carboxamide, or a pharmaceutically acceptable salt thereof. 

118. A compound according to Claim 50,\ which is (2R)-N-(4- 
tert-butylphenyl) -4- (3-cyanopyridin-2-yl) -2-Viethylpiperazine-l- 
carboxamide, or a pharmaceutically acceptableX salt thereof. 
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iNl9. A compound according to Claim 50, which is (2R)-4-(3- 
cyanopyVidin-2-yl) -2-methyl-N- [4- 

(trif luoBpmethyl) phenyl] piperazine-l-carboxamide, or a 
pharmaceutVcally acceptable salt thereof. 

120. A compound according to Claim 50, which is (2R)-4-(3- 
chloropyridin-S-yl) -N-{4- [cyano (phenyl) methyl] phenyl}-2- 
methylpiperazink-l-carboxamide, or a pharmaceutically acceptable 
salt thereof. \ 

121. A compound according to Claim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -2rmethyl-N- [3-methyl-4- 

(trif luoromethyl) pheny^] piperazine-l-carboxamide, or a 
pharmaceutically acceptsable salt thereof. 

122. A compound according to Claim 50, which is (2R)-4-(3- 
f luoropyridin-2-yl) -2-methyl-N- [3-methyl-4- 
(trifluoromethyl) phenyl] pipeifazine-l-carboxamide, or a 
pharmaceutically acceptable sa^t thereof. 

123. A compound according to. Claim 50, which is (2R)-4-{3- 
[bis (methylsulf onyl) amino] pyridin-^-yl } -N- (4-tert-butylphenyl) - 
2-methylpiperazine-l-carboxamide, o\ a pharmaceutically 
acceptable salt thereof. \ 

124. A compound according to ClaimXsO, which is (2R)-2- 
methyl-N- [3-methyl-4- (trifluoromethyl) phenyl] -4- [3- 

(trif luoromethyl) pyridin-2-yl] piperazineAl-carboxamide, or a 
pharmaceutically acceptable salt thereof. \ 
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\25. A compound according to Claim 50, which is (2R)-4-(3 
chloropyridin-2-yl) -2-methyl-N- { 4- [l- 
(trif luoXpmethyl) vinyl] phenyl } piperazine-l-carboxamide, or a 
pharmaceut^Lcally acceptable salt thereof. 

126. A compound according to Claim 50, which is (2R)-2- 
methyl-4- [3- (trrf luoromethyl) pyridin-2-yl] -N-{4- [1- 
(trifluoromethyl) vinyl] phenyl }piperazine-l-carboxamide, or a 
pharmaceutically acGieptable salt thereof. 

127. A compound aJscording to Claim 50, which is (2R)-4-{3 
f luoropyridin-2-yl) -2-me\thyl-N-{ 4- [1- (trif luoromethyl) vinyl] 
phenyl }piperazine-l-carboVamide, or a pharmaceutically 
acceptable salt thereof. \ 

128. A compound according^ to Claim 50, which is (2R)-N-(4 
sec-butylphenyl) -4- (3-f luoropyrsidin-2-yl) -2-methylpiperazine-l 
carboxamide, or a pharmaceutical\y acceptable salt thereof. 

129. A compound according to Ciaim 50, which is (2R)-2- 
methyl-N- [4- (2, 2, 2-trif luoro-l-methy\ethyl) phenyl] -4- [3- 
(trif luoromethyl) pyridin-2-yl] piperaziSne-l-carboxamide, or a 
pharmaceutically acceptable salt thereoV. 

130. A compound according to Claim 561, which is (2R)-4-(3 
f luoropyridin-2-yl) -2-methyl-N- [4- (2, 2, 2-tMf luoro-1- 
methylethyl ) phenyl] piperazine-1 -carboxamide ,\ or a 
pharmaceutically acceptable salt thereof. \ 

131. A compound according to Claim 50, which is (2R)-4-(3 
chloro-5-nitropyridin-2-yl) -2-methyl-N- [4- \ 
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(trifluoromethyl) phenyl] piperazine-l-carboxamide, or a 
pharrtvaceutically acceptable salt thereof. 

13a. a compound according to Claim 50, which is (2R)-4-(5- 
amino-3-c^loropyridin-2-yl) -2-methyl-N- [4- 
(trifluoromethyl) phenyl] piperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 

133. A compound according to Claim 50, which is (2R)-4-(3- 
f luoropyridin-2-y\) -N- [3-f luoro-4- ( trif luoromethyl) phenyl] -2- 
methylpiperazine-lXcarboxamide, or a pharmaceutically acceptable 
salt thereof. \ 

134. A compound according to Claim 50, which is (2R)-N-[3- 
f luoro-4- (trif luoromethyl) phenyl] -2-methyl-4- [3- 

(trif luoromethyl) pyridin\2-yl] piperazine-l-carboxamide, or a 
pharmaceutically acceptableysalt thereof. 

135. A compound according^to Claim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -2-methyl-N-\4- (2, 2, 2-trif luoro-1- 
methylethyl) phenyl] piperazine-l-aarboxamide, or a 
pharmaceutically acceptable salt tWreof. 

136. A compound according to Claim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -2-methyl-N- (2, 2, 4,V-tetrafluoro-4H-l, 3- 
benzodioxin-6-yl) piperazine-l-carboxamiae, or a pharmaceutically 
acceptable salt thereof. \ 

137. A compound according to Claim 50, Which is (2R)-4-(3- 
fluoropyridin-2-yl) -2-methyl-N- (2, 2, 4, 4-tetr^luoro-4H-l, 3- 
benzodioxin-6-yl) piperazine-l-carboxamide, or 5i pharmaceutically 
acceptable salt thereof. \ 
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138L. A compound according to Claim 50, which is (2R)-2- 
methyl-N-V2, 2, 4, 4-tetraf luoro-4H-l, 3-benzodioxin-6-yl) -4- [3- 
(trif luoron^ethyl) pyridin-2-yl] piperazine-l-carboxamide, or a 
pharmaceutic\lly acceptable salt thereof. 
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139. A compound according to Claim 50, which is (2R)-4-[3- 
(aminosulfonyl) pyMdin-2-yl] -N- (4-tert-butylphenyl) -2- 
methylpiperazine-l-\arboxamide, or a pharmaceutically acceptable 
salt thereof. 

140. A compound acceding to Claim 50, which is (2R)-N-(4- 
benzoylphenyl) -4- (3-chlorop)yridin-2-yl) -2-methylpiperazine-l- 
carboxamide, or a pharmaceursically acceptable salt thereof. 

141. A compound according Vo Claim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -N- (4-iodopherwl) -2-methylpiperazine-l- 
carboxamide, or a pharmaceuticallyyacceptable salt thereof. 

142. A compound according to Cla\m 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -2-methyl-N-{ 4- [2, 2)s2-trif luoro-1, 1- 

bis (trif luoromethyl) ethyl] phenyl }piperaz\|.ne-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 



143. A compound according to Claim 50, which is (2R)-2- 
methyl-N-{ 4- [2, 2, 2-trif luoro-1, 1-bis (trif luorWethyl) ethyl] 
phenyl } -4- [ 3- (trif luoromethyl) pyridin-2-yl] piparazine-l- 
carboxamide, or a pharmaceutically acceptable saylt thereof. 

144. A compound according to Claim 50, whicmis (2R)-N-(4- 
butylphenyl) -4- ( 3-chloropyridin-2-yl) -2-methylpipeVazine-l- 
carboxamide, or a pharmaceutically acceptable salt thereof. 
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1^5. A compound according to Claim 50, which is 2- 
(f luoromethyl) -N- [4- (trifluoromethyl) phenyl] -4- [3- 
(trif luo2^methyl) pyridin-2-yl] piperazine-l-carboxamide, or a 
pharmaceutrcally acceptable salt thereof. 

146. A coinpound according to Claim 50, which is (2R)-N-[4- 
bromo-3- (trifluoromethyl) phenyl] -4- (3-chloropyridin-2-yl) -2- 
methylpiperazine-V-carboxamide, or a pharmaceutically acceptable 
salt thereof. \ 

147. A compound aiscording to Claim 50, which is (2R)-N-[4- 
bromo-3- (trifluoromethylO phenyl] -2-methyl-4- [3- (trifluoromethyl) 
pyridin-2-yl] piperazine-lVcarboxamide, or a pharmaceutically 
acceptable salt thereof. \ 

148. A compound according, to Claim 50, which is (2R)-4-(3- 
chloropyridin-2-yl) -N- [4-fluoroV3- (trifluoromethyl) phenyl] -2- 
methylpiperazine-l-carboxamide, or a pharmaceutically acceptable 
salt thereof . \ 

149. A compound according to Claim 50, which is (2R)-N-[4- 
fluoro-3- (trifluoromethyl) phenyl] -2-methyl-4- [3- 

(trif luoromethyl) pyridin-2-yl] piperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereon. 

150. A compound according to Claim 50\ which is (2R)-4-(3- 
chloropyridin-2-yl) -2-methyl-N-{ 4- [1, 2, 2, 2-\:etraf luoro-1- 

( trifluoromethyl) ethyl] phenyl } piper a zine-l-^arboxamide, or a 
pharmaceutically acceptable salt thereof. \ 

151. A compound according to Claim 50, which is (2R)-2- 
methyl-N-{ 4- [1, 2, 2, 2-tetrafluoro-l- (trifluoromethyl) 
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ethVl] phenyl } -4- [3- (trif luoromethyl) pyridin-2-yl] piperazine-l- 
carbo^amide, or a pharmaceutically acceptable salt thereof. 

152v. A compound according to Claim 40, which is (2R)-N-(4- 
tert-butylhphenyl) -4- (3-chloropyrazin-2-yl) -2-methylpiperazine-l 
carboxamide\ or a pharmaceutically acceptable salt thereof. 
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153. A compound according to Claim 40, which is (2R)-4-(3- 
chloropyra2in-2\yl) -N- (4-isopropylphenyl) -2-methylpiperazine-l- 
carboxamide, or a\ pharmaceutically acceptable salt thereof. 

154. A compound according to Claim 40, which is (2R)-4-(3- 
chloropyrazin-2-yl) -2Vmethyl-N- [4- 

(trif luoromethyl) pheny\] piperazine-l-carboxamide, or a 
pharmaceutically acceptable salt thereof. 



ru 
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155. A compound according to Claim 40, which is (2R)-4-(3- 
chloropyrazin-2-yl) -2-methyiyN-{ 4- [1, 2, 2, 2-tetraf luoro-1- 
(trifluoromethyl) ethyl] phenyA} piperazine-l-carboxamide, or a 
pharmaceutically acceptable sart thereof. 



156. A compound according to ylaim 40, which is (2R)-4-(3- 
chloropyrazin-2-yl) -2 -methyl -N- { 4 -cVclopentyl -phenyl } 
piperazine-l-carboxamide, or a pharmaceutically acceptable salt 
thereof . 



157. A compound according to Claim 40, which is (2R)-4-(3- 
chloropyrazin-2-yl) -2-methyl-N- { 4-cyclohexyl-phenyl } piperazine 
1-carboxamide, or a pharmaceutically acceptable salt thereof. 
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158. X. compound according to Claim 42, which is 4-(3- 
chloropyridirh:2-yl) -N- [5- (trif luoromethyl) pyridin-2- 
yl] piperazine-l^^^^rboxamide, or a pharmaceutically acceptable 
salt thereof. 

159. A compound acceding to Claim 42, which is (2R)-4-(3- 
chloropyridin-2-yl) -2-methyr^- [5- (trif luoromethyl) pyridin-2- 
yl] piperazine-l-carboxamide, or >^ pharmaceutically acceptable 
salt thereof. 



160. A compound according to Claim 4 2v which is (2R)-4-(3- 
Ghloropyridin-2-yl) -2-methyl-N- [6- (trif luoromethyl) pyridin-3- 
yl] piperazine-l-carboxamide, or a pharmaceuticals^y acceptable 
salt thereof. 



161. A cs;pmpound of the Formula; 



R ^4 R3R4 \\ 



R5 — \ 




^ R4 R3 



or a pharmaceutically acceptable salt thereof, wherein: 

A is absent or is selected froirK the group consisting of 0, S, 

NRa, CRbRb' / NRaCRbRb' f CRb Rb\nRa, -CRa=CRb-, and C3H4; where 
Ra/ Rb/ and Rb' are independen\ly selected at each 
occurrence from hydrogen or Ci-Xalkyl; 
R3 and R4 are independently chosen at each occurrence from the 
group consisting of hydrogen, halogen, cyano, nitro, 
halo (Ci-e) alkyl, halo (Ci-e) alkoxy, hydVoxy, amino, Ci-ealkyl, 
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C2\6alkenyl, Ca-ealkynyl, Ci-ealkoxy, -NH (Ci-ealkyl) , and 

-N(CV6alkyl) (Ci-ealkyi) ; 
R5 is selecred from the group consisting of halogen, halo(Ci- 

e) alkyl,\:3-6alkyl substituted with 0-3 Re, C2-6alkenyl 

substituteov with 0-3 Re, (Ca-scycloalkyl) Ci-4alkyl substituted 

with 0-3 Re, \and Y; 
RsB and Rgs each represent from 0 to 2 substituents and are 

independently choaen from halogen, cyano, nitro, 

halo (C1-2) alkyl, hal\(Ci-2) alkoxy, amino, Ci-4alkyl, and Ci_ 

2alkoxy; 

Re is independently selectecK at each occurrence from the group 
consisting of cyano, halooen, hydroxy, Ci-4alkyl, Ci-^alkoxy, 
-NH(Ci-4alkyl) , and -N {Ci-4a\lcyl) (Ci-4alkyl) and Y; 

Y is independently selected at eaish occurrence from C3-8 

cycloalkyl, piper idinyl, piper^zinyl, tetrahydropyranyl, 
dihydropyranyl , morpholinyl , thibmorpholinyl , phenyl , 
pyridyl, pyrazinyl, pyrimidinyl, tvbiazolyl, thienyl, and 
imidazolyl, each of which may be further substituted with 
one or more substituents independently^ selected from 
halogen, 0x0, hydroxy, amino, nitro, cyalio, Ci-4alkyl, Ci- 
4alkoxy, halo (C1-4) alkyl, halo (C1-4) alkoxy, \mono- or di(Ci- 
4) alkylamino, and Ci-4alkylthio . 



162. A compourul^or salt according to Claim 161 of the 
Formula : 



wherein 




199 



R4 a>6 independently selected at each occurrence from hydrogen and 
Ci-4al\yl. 

163. \a compound or salt according to Claim 162, wherein: 
R5 is selected from the group consisting of halo (Ci-e) alkyl, C3- 

ealkyl, CCs-ecycloalkyl) Ci-4alkyl, and Y; 
RsB and R9B each Vepresent from 0 to 1 substituents and are 
independently chosen from halogen, cyano, nitro, 
halo (C1-2) alkyiS, halo (C1-2) alkoxy, amino, Ci-4alkyl, and Ci_ 
2alkoxy; \ 
Y is selected from Ca^fi cycloalkyl, piperidinyl, piperazinyl, 
tetrahydropyranyl, Mihydropyranyl, morpholinyl, 
thiomorpholinyl, pheKyl, pyridyl, pyrazinyl, pyrimidinyl, 
thiazolyl, thienyl, an?i imidazolyl. 

164. A compound accordingVo Claim 161, which is(2R)-4- 
isoquinolin-l-yl-2-methyl-N- [4- \ 

(trif luoromethyl) phenyl] piperazineVl-carboxamide, or a 
pharmaceutically acceptable salt theireof- 

165. A compound according to Claim 161, which is (2R)-N-(4- 
tert-butylphenyl) -4-isoquinolin-l-yl-2-iTyethylpiperazine-l- 
carboxamide, or a pharmaceutically acceptable salt thereof. 

166. A compound according to Claim 161,\which is (2R)-N-(4- 
isopropylphenyl) -4-isoquinolin-l-yl-2-methylp^erazine-l- 
carboxamide, or a pharmaceutically acceptable sVlt thereof. 

167. A compound according to Claim 161, whicrty^is (2R)-N-(4- 
cyclopentylphenyl) -4-isoquinolin-l-yl-2-methylpiper^zine-l- 
carboxamide, or a pharmaceutically acceptable salt tnereof. 
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168. A compotmd according to Claim 161, which is (2R)-N-(4- 
cyclohexylphenyl) -4-^ssoquinolin-l-yl-2-methylpiperazine-l- 
carboxamide, or a pharm^ceutically acceptable salt thereof. 



169.\A compound of the Formula 



R3 



\ ^4 ^3 



or a pharmaceutically acceptable salt thereof, wherein: 
A is absent or is selectedXf rom the group consisting of 0, S, 

NRa/ CRbRb' f NRaCRbRb' / Rb'NRa, -CRa=CRb-, and C3H4; where 

Ra, Rb/ and Rb' are independently selected at each 
occurrence from hydrogen oACi-e alkyl; 
R3 and R4 are independently chosen\at each occurrence from the 
group consisting of hydrogen, rialogen, cyano, nitro, 
halo (Ci-e) alkyl, halo (Ci-e) alkoxy,\ hydroxy, amino, Ci-ealkyl, 
C2-6alkenyl, C2-6alkynyl, Ci-6alkoxy\ -NH (Ci-ealkyl) , and 
-N(Ci-6alkyl) (Ci-ealkyl) ; 
^5Bf Rsc/ and Rgs each represent from 0 to 2\ substituents and are 
independently chosen from halogen, cyanp, nitro, 
halo (C1-2) alkyl, halo (C1-2) alkoxy, amino, {S;^i_4alkyl, and Ci- 
2alkoxy; and 

R9 is selected from the group consisting of halog'ten, cyano, 
-N(S02CH3)2/ -SO2NH2, halo (C1-3) alkyl, Cl-3alkox^ 
-NH(Ci-3alkyl) , and -N (Ci-3alkyl) (Ci-3alkyl) 



17 0. A compouncr 
Formula : 



jr salt according to Claim 169 of the 
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wherein 

R4 is independently selected at each occurrence from hydrogen and 
Ci-4alkyl . 



111. A compourid or salt according to Claim 170, wherein: 
R9 is selected from toe group consisting of halogen and 

halo (C1-2) alkyl; aKd 
RsB and R9B each representX f rom 0 to 1 substituents and are 

independently chosen\from halogen, cyano, nitro, 

halo (C1-2) alkyl, halo (c\-2) alkoxy, amino, Ci_4alkyl, and Ci- 

2alkoxy . 
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172. A compound according Vo Claim 169, which is(2R)-4-(3- 
chloropyridin-2-yl) -N- (9H-f luoren\2-yl) -2-methylpiperazine-l- 
carboxamide, or a pharmaceutically ^acceptable salt thereof. 



173. A compound according to ClaaSm 169, which is (2R)-N- 
(9H-f luoren-2-yl) -2-methyl-4- [3- (trif liabromethyl ) pyridin-2- 
yl] piperazine-l-carboxamide, or a pharmac^eutically acceptable 
salt thereof. 

174. A compound according to Claim 38, Vhich is (2R)-N-(4- 
tert-butylcyclohexyl) -4- (3-chloropyridin-2-yl\-2- 
methylpiperazine-l-carboxamide, or" a pharmaceuti^ically acceptable 
salt thereof. 
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175. A compound according to Claim 38, which is (2R)-4-(3- 
chloropyridin-2-ySJ -N- ( 4-isopropylcyclohexyl) -2- 

methylpiperazine-l-c^s:±>oxamide, or a pharmaceutically acceptable 
salt thereof. X. 

176. A compound according Claim 38, which is (2R)-N-(4- 
isopropylcyclohexyl) -2-methyl-4- [3\(trif luoromethyl) pyridin-2- 
yl] piperazine-l-carboxamide, or a phaismaceutically acceptable 
salt thereof. \. 



177. A metiaod of reducing the calcium conductance of 
a capsaicin receptor , \which method comprises: contacting a 
first solution comprisiVg a fixed concentration of a capsaicin 
receptor agonist and a compound or salt of Claim 50 with a cell 
expressing the capsaicin resceptor, wherein the compound or salt 
is present in the solution at a concentration sufficient to 
produce a detectable reductioV of the calcium mobilization 
effects of the capsaicin recepkor agonist when tested in an in 
vitro assay in which cells expre^^jr^ a capsaicin receptor are 
contacted with a second solutij^n^Kronprising the fixed 
concentration of capsaicin receptoV agonist and the compound or 
salt. \ 

178. The method of Claim 177 wherein the cell expressing 
the capsaicin receptor is a neuronal\ cell that is contacted in 
vivo in an animal, and wherein the Virst solution is a body 
fluid of said animal. \ 

17 9. The method of Claim 177 whereinXthe animal is a human 
patient. \ 
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180. A pharmaceutical composition comprising a 
pharmaceutiG^ally acceptable carrier and a compound or salt of 
Claim 50. 

181. A package comprising a pharmaceutical composition of 
claim 180 in a cWtainer and further comprising indicia 
comprising instructions for using the composition to alleviate 
pain . 

182. A package coViprising a pharmaceutical composition of 
claim 180 in a container and further comprising indicia 
comprising instructions \f or using the composition to treat a 
patient suffering from urVnary incontinence. 



183. A package comprising a pharmaceutical composition of 
claim 180 in a container and\f^^her comprising indicia 
comprising instructions for u^ing the composition to alleviate 
symptoms of exposure to capsaic^in or tear gas. 



184. A compound or salt of C^^im 50 wherein, in an in vitro 

assay of capsaicin receptor antagoiin_sm, the compound or salt 

exhibits capsaicin receptor antagonist activity, but in an in 

\ 

vitro assay of capsaicin receptor agonism the compound does not 
exhibit detectable agonist activity. 



185. A compound or salt of Claim 56^wherein a dose of the 
compound or salt that is twice the minimum dose sufficient to 
provide analgesia in an animal model for ^determining pain relief 
does not produce sedation in an animal mod^l assay of sedation. 

186. A method of treating a mammal suffering from at least 
one symptom selected from the group consisting of symptoms of 
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exposure to capsaicin, symptoms of burns or irritation due to 
exposure, to heat, symptoms of burns or irritation due. to 
exposure \to light, symptoms of burns, bronchoconstriction or 
irritationXdue to exposure to tear gas, and symptoms of burns or 
irritation Ndue to exposure to acid, the method comprising 
administeringX to the mammal a therapeutic dose of a compound 
that is a higrk potency capsaicin receptor antagonist in an in 
vitro assay of capsaicin receptor antagonism, is not a capsaicin 
analog; wherein tlae therapeutic dose contains an amount of the 
compound that is effective to reduce severity of at least one of 
said at least one symotom. 

187. The method of claim 186 wherein the compound is a 
compound or salt of any of claims 1-176. 

188.. A method of ItT^ting a mammal suffering from 
neuropathic pain, the method comprising administering to the 
mammal a therapeutically effective amount of a compound that is 
a high potency capsaicin receptor antagonist in an in vitro 
assay of capsaicin receptor antagonism. 

18 9. A method of treating a mammal suffering from 
peripheral-nerve-mediated pain, \ the method comprising 
administering to the mammal a therapeutic dose of a compound 
that is a capsaicin receptor antagonist, wherein the compound is 
a high potency capsaicin receptor antagonist in an in vitro 
assay of capsaicin receptor antagonism and is not a capsaicin 
analog, \ 

wherein the therapeutic dose contains an amount of the 
compound that is effective to reduce \the peripheral-nerve- 
mediated pain. \ 
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190. Tl\e method of Claim 189 wherein the compound is a 
compound or s^t of Claim 50. 



191. The methbd of claim 189 wherein the pain is neuropathic 



pain , 



1:3 
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192. The method of\ciaim 190 wherein the pain is associated 
with a condition selecteov f rom the group consisting of 
postmastectomy pain syndrome, stump pain, phantom limb pain, 
oral neuropathic pain, CharcW's pain, toothache, venomous snake 
bite, spider bite, insect stino, postherpetic neuralgia, 
diabetic neuropathy, reflex symf^athetic dystrophy, trigeminal 
neuralgia, osteoarthritis, rheuml^Sfeeid arthritis, fibromyalgia, 
Guillain-Barre syndrome, meralgj^aparesthetica, burning-mouth 
syndrome, bilateral peripheral neurVpathy, causalgia, sciatic 
neuritis, peripheral neuritis, polyneuritis, optic neuritis, 
postfebrile neuritis, migrating neuritis, segmental neuritis, 
Gombault's neuritis, neuronitis, cervicolprachial neuralgia, 
cranial neuralgia, geniculate neuralgia, glossopharyngial 
neuralgia, migranous neuralgia, idiopathic \neuralgia, 
intercostals neuralgia, mammary neuralgia, rAandibular joint 
neuralgia, Morton's neuralgia, nasociliary neWalgia, occipital 
neuralgia, red neuralgia, Sluder's neuralgia, splenopalatine 
neuralgia, supraorbital neuralgia, vidian neuralgia, sinus 
headache, tension headache, labor, childbirth, intestinal gas, 
menstruation, cancer, and trauma. 




193. A compound or salt of Claim 50 wherein the compound or 
salt is not addicti"?^^^ - - - ' ^ ^ 
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194. The use af a compound according to Claim 1, 4, 9, 31, 
or 50 for the manufacture of a medicament for the treatment of 
pain. \ 



195. The use of a compound according to Claim 1, 4, 9, 31, 
or 50 for the manufacture^ of a medicament for the treatment of 
neuropathic pain. \ 

196. The use of a compound according to Claim 1, 4, 9, 31, 
or 50 for the manufacture of a medicament for the treatment of 
the pain associated with a condition selected from the group 
consisting of postmastectomy pain syndrome, stump pain, phantom 
limb pain, oral neuropathic painu^harcot ' s pain, toothache, 
venomous snake bite, spider biteA irvsect sting, postherpetic 
neuralgia, diabetic neuropathy, ^reflex sympathetic dystrophy, 
trigeminal neuralgia, osteoarthriti^s, rheumatoid arthritis, 
fibromyalgia, Guillain-Barre syndrome, meralgia paresthetica, 
burning-mouth syndrome, bilateral peripheral neuropathy, 
causalgia, sciatic neuritis, peripheral neuritis, polyneuritis, 
optic neuritis, postfebrile neuritis, migrating neuritis, 
segmental neuritis, Gombault's neuritis\ neuronitis, 
cervicobrachial neuralgia, cranial neuralgia, geniculate 
neuralgia, glossopharyngial neuralgia, migranous neuralgia, 
idiopathic neuralgia, intercostals neuralgia, mammary neuralgia, 
mandibular joint neuralgia, Morton's neuraloia, nasociliary 
neuralgia, occipital neuralgia, red neuralgia, Sluder' s 
neuralgia, splenopalatine neuralgia, supraorbital neuralgia, 
vidian neuralgia, sinus headache, tension headache, labor, 
childbirth, intestinal gas, menstruation, cancer, and trauma. 



197. A compound of the Formula 
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or a pharmaceutiscally acceptable salt thereof wherein: 
R4 is methyl or hydrogen; 

R9B represents 0-2 substituents independently chosen from: 

halogen, cyano, ndtro, halo (C1-2) alkyl, halo (Ci_2) ^Ikoxy, 
amino, Ci-4alkyl, and Ci-2alkoxy; and 

Ari is 2, 4-dichlorphenyl o\ 3-nitro-4-chlorophenyl . 



198. A compound of the Formula 



ru. 



H.C- 



R 



5B 



^9B 



or a pharmaceutically acceptable salt there9f wherein: 

R9 is chloro or trif luoromethyl; and 

RsB and Rge independently represent from 0-2 sul3stituents on each 
of the rings on which they occur and are independently 
chosen from: halogen, cyano, nitro, halo (Ci-2\alkyl, halo(Ci. 
2)alkoxy, amino, Ci-4alkyl, and Ci-2slkoxy. 



an ? 
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